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Reswon acts instantly in the intestinal tract 


by the unique electrochemical adsorptive action (anion exchange) 
of its resin component.’ Insoluble and nontoxic”, Resion removes 
noxious substances through electrochemical attraction—like a mag- 
net. This action occurs instantaneously . . . as quickly as Resion and 
toxic acid molecules are within functioning range of chemical forces’, 
—yet it leaves important amino acids, vitamins and minerals un- 
affected. With Resion, 86 of 90 patients had complete relief of diar- 
rhea in 8 to 12 hours.* 


For simple diarrhea: Resion, a combination of polyamine methy]- 
ene resin and synthetic silicates. 
For infectious diarrhea: Resion P-M-S, the Resion formula plus 
polymyxin, phthalysulfacetamide and the parabens. 

References: 1. Martin, G. J.: Ion-Exchange and Adsorptive Agents in Medicine, Little, Brown 


and Co., Boston, 1955, P. 205. 2. Lichtman, A. L.: Exper. Med. & Surg. 9:90, 1951. 3. 
Gabroy, H. K., and Selsman, G. J. V.: Amer. J. Digest. Dis. 20:395, 1953. 
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CONFIRMED THERAPEUTIC UTILITY 


Pro-Banthine® “proved almost invariably 
effective in the relief of ulcer pain, 


in depressing gastric secretory volume and in 


inhibiting gastrointestinal motility.” 


“Our findings were documented by an in- 
tensive and personal observation of these 
patients over a 2-year period in private prac- 
tice, and in two large hospital clinics with 
close supervision and satisfactory follow-up 
studies.”* 

Among the many clinical indications for 
Pro-Banthine (brand of propantheline bro- 
mide), peptic ulcer is primary. During 
treatment, Pro-Banthine has been shown 
repeatedly to be a most valuable agent when 
used in conjunction with diet, antacids and 
essential psychotherapy. 

Therapeutic utility and effectiveness 


* 


of Pro-Banthine in the treatment of peptic 
ulcer are repeatedly referred to in the recent 
medical literature. 
Pro-Banthine Dosage 
The average adult oral dosage of Pro- 
Banthine is one tablet (15 mg.) with meals 
and two tablets at bedtime. 

G. D. Searle & Co., Chicago 80, Illinois. 
Research in the Service of Medicine. 


*Lichstein, J.; Morehouse, M.G.,and Osmon, K. L.: 
Pro-Banthine in the Treatment of Peptic Ulcer. A 
Clinical Evaluation with Gastric Secretory, Motil- 
ity and Gastroscopic Studies. Report of 60 Cases, 
Am. J. M. Sc. 232:156 (Aug.) 1956. 
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Noludar 


will put your patient 


to sleep 


and he will not awaken 
with that knocked out 
feeling & 


| Two 200 mg Noludar® Tablets 

(non-barbiturate) are almost 
certain to produce sound, 
restful sleep. One 200 mg 
tablet is frequently adequate. 


ROCHE LABORATORIES 
Division of Hoffmann-La Roche Inc 
Nutley 10, New Jersey 


sedative-hypnotic 
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CLI CAL experience in the 


treatment cf respiratory tract infections with 


SIGNEMYCIN V 


OLEANDOMYCIN TETRACYCLINE-PHOSPHATE BUFFERED 


acute pharyngitis 

pneumonia 

pleurisy 

otitis media 

bronchitis 

sinusitis 

bronchiectasis 

tonsillitis 

influenza 

bronchopneumonia 

pansinusitis 

laryngitis 

tracheitis 

ethmoiditis 

streptococcal pharyngitis 

nasopharyngitis 

tracheobronchitis 

bacterial pneumonia due to 
resistant pneumococci, 
staphylococci, or mixed flora 

viral or nonspecific 
pneumonia not responsive 
to other therapy 

lung abscess 

follicular tonsillitis 

pharyngitis caused by 
resistant staphylococci, 
Streptococcus viridans, 


or hemolytic Streptococcus 
lobar pneumonia 


viral URI 


References: 1. Case reports in 
the Pfizer Medical Department 
Files from fifty-three clini- 
cians, and the following pub- 
lished reports: Shubin, H.: 
Antibiotic Med. & Clin. Ther- 
apy 4:174 (March) 1957. Car- 
ter, C. H., and Maley, M. C.: 
Antibiotics Annual 1956-1957, 
New York, Medical Encyclo- 
pedia, Inc., 1957, p. 51. Win- 
ton, S. S., and Chesrow, E.: 
Ibid., p. 55. LaCaille, R. A., 
and Prigot, A.: Ibid., p. 19. 
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most broadly effective therapy is necessary. 


patients with 
respiratory 
infections 
treated with 
Signemycin?! 


patients showed 
an excellent 
or good response 


patients had 
fair response 


patients had a 
poor response 


patients had 
no side effects 


Increasing use of Signemycin V and other Signemycin 
formulations has confirmed the value of this agent in 
the armamentarium of the physician treating antibiotic- 
susceptible infections, particularly those seen at home or 
in office where susceptibility testing may not be practi- 
cable and where immediate institution of the 


World leader in antibiotic development and production 


PrizeR LABORATORIES, Division, Chas. Pfizer & Co., Inc., Brooklyn 6, N. Y. 
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GASTRIC and DUODENAL ULCERS 
Respond Fast to this 
NEW and HIGHLY EFFECTIVE THERAPY 


Clinical reports* published in the United States and abroad bear 
witness to the outstanding therapeutic value of Romach tablets 
in the treatment of gastric and duodenal ulcers. 


92% relieved of pain without analgesics. 
© 81% showed roentgenological healing. 


93% showed weight gains averaging 7.9 Ibs. 
* Occult blood disappeared from stools. 
® No side effects, no after éffects, no acid rebound. 


Composition: The basic component of Romach tablets is a very 
finely particulated bismuth subnitrate, which forms a colloidal 
suspension in the stomach when mixed with gastric juice. In this 
way the medication provides a protective coating to the inflamed 
or ulcerated area, so that natural healing of the ulcer is facilitated 


Each tablet contains bismuth subnitrate (Romach) 350 mg., mag- 
nesium carbonate 400 mg., sodium bicarbonate 200 mg., calamus 
rhizome 25 mg. and cortex rhamni frangulae 25 mg. 


Romach tablets are also indicated for hyperchlorhydria, gastritis, 
duodenitis, pylorospasm and nervous dyspepsia. 


The recommended dosage is 2 tablets three times a day, immedi- 
ately after meals, taken with tepid water or milk. 


Available in boxes of 60, 150 and 660 tablets. 
Professional samples and literature on request. 


ROMACH 


Made in Hilversum, Holland, by Pharmaceutische Fabriek Roter. 
Sole distributors for the U.S.A. 


ROR CHEMICAL CO. 


2268 First Ave., New York 35, N. Y. 


*Kupersmith, I. H., Am. J. Gastroenterol., October 1957. 
Hamilton, R. R., Brit. M. J. 2:827, 1955. 
Vossen-Gronen, S., Medizinische 4:163, 1955. 

Otto, G., Therap. d. Gegenwart 3:108, 1953. 
Roi, G., Gaz. Med. Ital. 113:343, 1954. 
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“... More Maalox! Well, that’s one antacid they all seem to like— 
works like a charm, doesn’t constipate, tastes good—no problems ...’’ 


MAALOox®, an efficient antacid suspension of magnesium-aluminum hydroxide gel; 
Bottles of 12 fiuidounces; Tablets, 0.4 Gm., Bottles of 100. 
Samples on request. 


H. Rorer, INc., Philadelphia 44, Pennsylvania 
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NOW, 
ROBINS, 
ANEW 
AND 
UNEXCELLED 
NTIHISTAMINE 


why Dimetane is the best reason yet for you to re- 
examine the antihistamine you’re now using » Mitligram 


for milligram, DIMETANE potency is unexcelled. DIMETANE has,a therapeutic index 


unrivaled by any other antihistamine—a rela- cee 


Diagnosis Response Side Effects 


No. of 
Patients 
tive safety unexceeded by any other antihista- ef | [Excetient [Good | Fair [Negative | 
Allergic | 
mine. DIMETANE, even in very low dosage, has moter rhinitis |Stight Drowsiness (3) 


| 
Urticaria and 


been effective when other antihistamines have loizzy 


Allergic 


dermatitis 


failed. Drowsiness, other side effects have been | gronchiai asthma 


Pruritus | 
at the very minimum. » unexcelled 
antihistaminic actien | 


From the preliminary Dimetane Extentabs studies of three investigators. Further clinical investigations will be reported as completed. 
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Drowsiness (5) 
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DIMETANE™ EXTENTABS® TABLETS ELIXIR 
EXTENTABS 12 MG., TABLETS 4 MG., ELIXIR 2 MG. PER 5 CC. 
Dosage: 
Adults—One or two 4-mg. 
tabs. or two to four 


a blanket of allergic protection, covering 10-12 teaspoonfuls Elizir, three or 
hours—with just one Dimetane Extentab >» DIMETANE four times daily. One 


Extentab q.8-12h. or twice 
Extentabs protect patient for 10-12 hours on one tablet. Periods — gaity. Children over 6-One 
of stress can be easily handled tab. or two teaspoonfuls 


Elixir t.i.d. or q.i.d., or one 
with supplementary DIMETANE 


Tablets or Elixir to obtain maxi- 3-6—™% tab. or one 
mum coverage. teaspoonful Elizir t.i.d. 


A. H. ROBINS CO., INC. (Robins; 
Ethical Pharmaceuticals of Merit Since 1878 


Richmond, Virginia | 
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NEW 


Compazine’Spansule' 


capsules 


combine the advantages of the superior antiemetic and 


the unique sustained release dosage form 


for prompt and prolonged control of 


the nausea and vomiting caused by: 


pregnancy 
viral gastroenteritis 
one oral dose provides | terminal cancer 
10-12 hour 4 duodenal ulcer r 
postoperative conditions 
antiemetic protection : radiation therapy 


nitrogen mustards 
migraine headaches 
tension headaches 
meningeal inflammation 
psychogenic factors 


Available: 10 mg. and 15 mg. : 
‘Compazine’ Spansule capsules 


another 


Smith, Kline & French Laboratories, 


S K = Philadelphia 


fl rst *T.M. Reg. U.S. Pat. Off. for prochlorpera- 
zine, S.K.F. 


TT.M. Reg. U.S. Pat. Off. for sustained 
release capsules, S.K.F. 


Patent Applied For. 
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Jelepaque’ 


SUPERIOR ORAL 
CHOLECYSTOGRAPHY 
AND CHOLANGIOGRAPHY 


Excellent cholecystograms are readily obtainable. 


oo 


The side reactions are usually minimal, only rarely very 
disturbing, and often completely abseni. 


In a fairly large percentage of cases, the cystic and 
the common ducts are quite definitely outlined, 
and occasionally even the hepatic duct.”’ 


Buckstein, Jacob: The Digestive Tract in 
Roentgenology. Philadelphia, J. B. Lippincott Co., 
2nd ed., 1953, vol. 2, p. 1003. 


LABORATORIES 
New Yorn 18, N.Y Winosor Ont 


Telepaque (brand of iopanoic acid), trademark reg. U.S. Pat. Off. 


DOSAGE: 

The overage adult dose of 
Telepaque is 3 Gm. 

(6 tablets). In persons of thin 
or medium build, weighing 
less than 150 Ib., 2 Gm. 

(4 tablets) may be sufficient. 


SUPPLIED: 

Tablets of 0.5 Gm. 

in envelopes of 6 tablets, 
boxes of 5 and 25 envelopes, 
and bottles of 500. 
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combines Meprobamate (400 mg.): 


Widely prescribed tranquilizer-muscle relaxant. Effectiveness 

in anxiety and tension states clinically demonstrated in millions of patients. 
Meprobamate acts only on the central nervous system. Does not increase 
gastric acid secretion. It has no known contraindications, can be used 

over long periods of time.'23 


with Pathilon (25 mg.): 


An anticholinergic noted for its extremely low toxicity and high 
effectiveness in the treatment of G.I. tract disorders. In a comparative 


evaluation of currently employed anticholinergic drugs, 
PATHILON ranked high in clinical results, with few side effects, 
minimal complications, and few recurrences.‘ 


Now... with PATHIBAMATE...you can control disorders of the 
digestive tract and the “emotional overlay” so often associated with 
their origin and perpetuation...without fear of barbiturate 
loginess, hangover or addiction. Among the conditions which have 
shown dramatic response to PATHIBAMATE therapy: 


DUODENAL ULCER + GASTRIC ULCER «+ INTESTINAL COLIC 
SPASTIC AND IRRITABLE COLON »* ILEITIS + ESOPHAGEAL SPASM 
ANXIETY NEUROSIS WITH G.I. SYMPTOMS +« GASTRIC HYPERMOTILITY 


| 


Meprobamate with PATHILON® LEDERLE 


Comments on PATHIBAMATE from clinical investigators 


e “I find it easy to keep patients using the drug 
continuously and faithfully. I feel sure this is due 
to the desirable effect of the tranquilizing drug.”* 


e “The results in several people who were pre- 
viously on belladonna-phenobarbital prepara- 
tions are particularly interesting. Several people 
volunteered that they felt a great deal better on 
the present medication and noted less of the 
loginess associated with barbiturate administra- 
tion.”* 
31. Borrus, J. C.: M. Clin. North America, 


in press, 1957. 2. Gillette, H. E.: Internat. Rec. Med. & G. P. ¢ PATHIBAMATE ....“will favorably influence a 
Clin. 169:453, 1956. 3. Pennington, V. M.: J.A.M.A., 


In press, 1957. 4. Cayer, D.: Prolonged Anticholinergic majority of subjects suffering from various forms 
Therapy of Duodenal Ulcer. Am. J. Dig. Dis. 1:301-309 of gastrointestinal neurosis in which spasmodic 


(uly) 1956. 5. McGlone, F. B.: Personal Communication to ‘ 
Lederle Laboratories. 6. Texter, E. C., Jr.: Personsi manifestations and nervous tension are major 


Communication to Lederle Laboratories. 7. Bauer, H. G. clinical symptoms.” 

and McGavack, T. H.: Personal Communication 

to Lederle Laboratories. e “In the patients with functional disturbances of 
: the colon with a high emotional overlay, this has 

Supplied: Bories of 100 and 1000 been to date a most effective drug.”’ 


Administration and Dosage: | tabiet three times a day 
at mealtimes and 2 tablets at bedtime. Full ¥ 
information on PATHIBAMATE available on request, 
or see your local Lederle representative. 


abe 


C Lederte) LEDERLE LABORATORIES DIVISION, AMERICAN CYANAMID COMPANY, PEARL RIVER, NEW YORK 
* Trademark @Registered Trademark tor Tridihexethy! lodide Lederts 
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simple, well-tolerated routine for “sluggish” older patients 


one tablet t.i.d. 


DECHOLIN 


“therapeutic bile” 
Establishes free drainage of biliary system—effectively combats bile stasis and 


improves intestinal function. 


Corrects constipation without catharsis—copious, free-flowing bile overcomes tendency 
to hard, dry stools and provides the natural stimulant to peristalsis. 


Relieves certain G.I. complaints — improved biliary and intestinal function enhance 
medical regimens in hepatobiliary disorders. 


DECHOLIN Tablets: (dehydrocholic acid, AMES) 3% gr. 


23787 


(sy AMES COMPANY, INC : ELKHART, INDIANA + Ames Company of Canada, Ltd., Toronto 
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RECENT DEVELOPMENTS IN THE UNDERSTANDING OF 
CHLORPROMAZINE JAUNDICE® 


IRWIN M. ARIAS, M.D.} 
New York, N. Y. 
and 
NORMAN ZAMCHECK, M.D.} 


Boston, Mass. 


Although the jaundice associated with chlorpromazine appears to be self 
limited, its occurrence has important clinical as well as investigative significance 
Chemically there are features of obstruction yet, this is intrahepatic and there is 
no surgically remedial lesion. Thus the differential diagnosis and management 
often become confusing when one asks: Is this chlorpromazine jaundice? Or, is 
the icterus due to the lesion producing symptoms for which the drug was initially 
given . . . or perhaps even an unsuspected disease process? 


What is known of chlorpromazine jaundice has come from clinical observa- 
tions and experimental studies which I would like to review briefly and then | 
would like to comment on etiologic mechanisms. 


About half of the patients present signs and symptoms such as were seen in 
the following proven cases of chlorpromazine jaundice: 


A 53-year old female received four pills per day of unknown nature for two 
weeks because of marked anxiety symptoms. She then experienced chilliness, 
fever of 102°, nausea and infrequent vomiting. Two days later pruritus, dark 


*Presented before the Course in Postgraduate Gastroenterology of the American College 
of Gastroenterology, New York, N. Y., 18, 19, 20 October 1956. 

tInstructor in Medicine, Albert Einstein College of Medicine, Assistant Visiting Physi- 
cian, Bronx Municipal Hospital Center. 

{Instructor in Medicine, Harvard Medical School, Research Associate, Boston University 
Medical School. 

From the Gastrointestinal Research Laboratories of the Mallory Institute of Pathology, 
Boston City Hospital, Boston, Mass. 

This study was supported in part by a grant from the Smith, Kline and French 
Laboratories. 
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urine and light stools were noted with anorexia and headache. Positive physical 
findings on admission to the hospital were icterus, a faint diffuse macculopapular 
rash and 1 cm. nontender hepatic enlargement. 


In this patient the preicteric phase was indistinguishable from many febrile 
diseases; jaundice made the picture quite like that of viral hepatitis. A history 
(obtained in retrospect) of chlorpromazine intake plus biopsy of the liver and 
repeated liver function tests were required to establish the diagnosis. Almost 
half of the patients seen with this disease have denied antecedent symptoms, 
remained afebrile and had no discomfort, pruritus or hepatomegaly. Hence, it 
is evident that the clinical picture can be quite varied with a spectrum ranging 
from that seen in the case presented to asymptomatic jaundice . . . and, one may 
speculate, perhaps nonicteric hepatitis. 


Dosage, route of administration and time required for the development of 
jaundice are not clear and would be clarified if well documented cases illustrating 
the often discussed but not reported variations in these factors were published. 
Jaundice has occurred after oral or parenteral administration of the drug and is 
most often noted between one and three weeks after the drug was begun regard- 
less of dosage. Although Sussman and Sumner have reported a case of apparently 
chlorpromazine jaundice after ingestion of one 50 mg. tablet, usually the total 
dose is approximately 2 gm. when icterus is observed. We have seen jaundice 
manifested within five days after the drug was given and after two months of 
drug administration. In general, it occurs within one to three weeks and one 
should be very suspicious if less than five days or more than one month have 
passed before icterus is noted. 


In occasional patients jaundice is seen up to three days after the drug is 
withdrawn. 

The duration of hyperbilirubinemia when the drug is stopped bears no 
relationship to dose, route or frequency of administration, time of onset of jaundice 
or to initial liver biopsy morphology. Most patients have normal serum bilirubin 
concentrations in five to ten days after the drug is withdrawn but there are cases 
where jaundice persisted up to four months. 


The important laboratory data usually obtained are illustrated by those’ of 
the patient whose history I have presented to you (slide). Hyperbilirubinemia, 
hyperphosphatasemia, biluria, low or absent stercobilin and urobilinogen are 
commonly seen. Often the serum cholesterol rises one to three weeks later in the 
disease and subsides more slowly than do the other findings. Flocculation tests, 
prothrombin time and serum protein partition are invariably normal. Of interest 
is the observation, which I will shortly discuss, that the initial bilirubin rise is 
direct reacting and often later in the disease there is a seemingly disproportionate 
elevation of indirect reacting bilirubin. In the peripheral blood there are no 
characteristic changes in formed elements other than sometimes eosinophilia. 
Eosinophilia of 5 per cent or greater is seen in about a third of the patients. 
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It is our impression that it occurs early in the disease at which time it roughly 
parallels eosinophilia in the liver biopsy. All liver function tests including 
bromsulfalein retention and liver histology return to normal within two weeks 
after hyperbilirubinemia has cleared. In no case has a smoldering process, 
cirrhosis or tumor development been clearly related to chlorpromazine. 


These then are the clinical features of the disease which any etiologic 
discussion must account for: 


1. Infrequent occurrence 

. Variable relationship to dosage and duration of administration 
. Variable clinical signs and symptoms 

. Variable time required for jaundice to subside 

. Response to withdrawal of drug and to its readministration 

. Distribution and nature of pathologic change in liver 

- Inability to produce the hepatic lesions in animals 


. Absence of drug affect on liver function in severe liver disease 


2 
3 
4 
5 
6 
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8 
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. Laboratory evidence of biliary obstruction with eosinophilia 


The pathology of the hepatic lesions has been most extensively studied by 
liver biopsy and is illustrated by the four major findings in our patient's biopsy: 
1. bile thrombi in the central lobular area; 2. exudative cells around intralobular 
cholangioles; 3. edema of the portal triads, and 4. isolated focal liver cell necrosis. 
Notably absent are reduplication or dilatation of the bile ducts. The serial 
pathology of this lesion is not known; yet is of importance in understanding the 
development of the lesion. For example, in trying to reconstruct the situation in 
the many reported cases it is suggestive that eosinophyllic infiltration and exuda- 
tive response are early changes and hence not apparent in biopsies taken after 
much time has passed. Stein and Wright observed changes consistent with this 
suggestion in their description of liver pathology in three patients who died of 
other diseases when their chlorpromazine hepatitis was in various stages of 
development. 


A comment seems indicated regarding the specificity of the lesion seen in 
the biopsy specimen as regards the differential diagnosis of extrahepatic versus 
chlorpromazine intrahepatic obstructive jaundice. Stein and Wright's, Popper's 
and our experience indicates that unless the inflammatory exudate is present one 
cannot distinguish early phases of either lesion; unless extrahepatic obstruction 
has been present long enough to produce dilatation and bile stasis in larger ducts 
as well as portal areas, the differential diagnosis is not possible. Parenthetically 
one cannot observe any distinguishing characteristics in reticulum, elastic and 
collagen tissue using special stains to differentiate the two lesions. This difficulty 
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in diagnosis from a biopsy specimen is reflected in numerous cases where lapa- 
rotomy revealed obstructing bile duct lesions when a single liver biopsy speci- 
men was consistent with intrahepatic obstruction. 


Clinical and pathologic changes similar to those observed in chlorpromazine 
jaundice have been observed with other drugs. These drugs are: 


1. methyl testosterone 
. arsphenamine 
. thiouracil 


. para-aminosalicylic acid 


. sulfonamides 
. butazolidine 


2 
3 
4 
5. estrogens 
6 
7 
8. dinitrophenol 
9 


. toluylenediamine 
10. thyroxine (in dogs) 


Another source of information is experimental studies which have been few 
largely due to the inaccessibility of the cholangiole. Gambescia and associates 
studied the effect of other drugs on the course of chlorpromazine jaundice; 
Benadryl did not alter the rising serum alkaline phosphatase and bilirubin in 
one patient; Decholin resulted in increased bilirubinemia with painful hepatic 
enlargement. Cortisone was temporarily associated with a fall in serum bilirubin 
in several cases, however, comment cannot be made concerning this primarily 
because how cortisone acts, if at all, on bilirubin metabolism is unknown. 


The effects of reinstituting drug treatment after jaundice has cleared are 
interesting and confusing. In well documented cases this has been associated 
with a recurrence of hyperbilirubinemia and hyperphosphatasemia even after 
one dose; others have not observed this. In the methyl testosterone jaundice 
cases it is evident that the readministration of the drug is not consistently asso- 
ciated with biochemical changes; however, inasmuch as liver biopsies were not 
performed one cannot exclude the possibility of occult histologic changes being 
present. 


Schneider and associates have observed the complete return to normal of 
hepatic function and morphology while chlorpromazine administration was con- 
tinued in four patients who developed jaundice while receiving the drug. In 
three of the four subjects all evidence of jaundice disappeared within 10 to 21 


days. 


Arias and Zamcheck—Chlorpromazine Jaundice 375 


Numerous observations including our own, have demonstrated that the 
administration of chlorpromazine to patients with varied forms of liver disease 
is not consistently associated with any deleterious effect. 


Let us now consider some recent metabolic studies with chlorpromazine 
(slide). Chemically chlorpromazine is 10-(3-dimethylaminopropy] )-2-chlorphe- 
nothiazine hydrochloride. It has an antihistaminic nucleus though weak antihis- 
taminic activity. Preliminary observations suggest that the chloride group is 
replaced by a hydroxyl group during metabolism making the compound available 
for conjugation and excretion. At least 10 per cent is excreted unchanged in the 
urine, and brain, lung and liver have high binding affinity. Although Fedorov 
and Shnol interpreted the data resulting from their studies of sulfur-35 labeled 
chlorpromazine to indicate that 97 per cent of the amount administered is 
excreted in the urine in a four-day period, other investigators have suggested 
that biliary excretion of the drug or its metabolites is probable. This seems 
reasonable as illustrated in the following slide which is representative of three 
such experiments performed by Dr. Oscar Jankelson and myself. A previously 
cholecystectomized male was intubated so as to enable continuous gastric and 
intermittent duodenal aspiration. When hepatic bile was flowing into the 
duodenum, bromsulfalein was given intravenously at 6 mg./ml./min. Serum and 
bile concentrations of bromsulfalein reached plateau levels by one hour at which 
time chlorpromazine, 50 mg., was injected intramuscularly and aliquots of 
duodenal contents were obtained by suction. As seen in the slide the concen- 
tration of bromsulfalein in the bile began to fall within 30 minutes after chlor- 
promazine, reaching about one-third the initial concentration by one hour and 
slowly returning to prechlorpromazine levels by three hours. The concentration 
of bromsulfalein in the serum was not significantly changed. Two explanations 
of this observation are possible: 1. since serum levels of bromsulfalein remained 
constant the drug may interfere with excretion of bromsulfalein by the liver and 
the retained dye is in the liver. Data obtained from measurement of splanchnic 
blood flow by the bromsulfalein method suggest that this is unlikely; 2. the 
possibility cannot be excluded that a metabolite of the drug may be excreted 
in the bile and may interfere with the colormetric determination of bromsulfalein. 
Attempts to isolate such a metabolite are in progress. 


Now, how is jaundice produced by chlorpromazine? Do the pathologic 
changes explain the morphological mechanisms involved? The answers to these 
questions are not known. Numerous mechanisms have been postulated. 


Pathological mechanism 

1, Inflammatory obstruction of interlobular cholangioles 
2. Canalicular obstruction by viscid bile thrombi 

3. Functional impairment of bilirubin excretion 

Basic etiologic mechanism 
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1. Toxic hepatitis 

2. Activation of infectious hepatitis virus 
3. Allergic reaction 

4. Metabolic competition 


Although one can neither deny or substantiate the concept that inflamma- 
tory obstruction of the interlobular cholangioles produces chlorpromazine jaun- 
dice, the fact that the same type of exudate occurs in other forms of hepatitis 
without producing biliary obstruction is certainly a point against it. Jaundice 
has also been attributed to obstruction of the central canaliculi by viscid bile 
thrombi, a highly improbable explanation in view of the fact that the canaliculi 
are arranged in an endless mesh which could hardly be obstructed by scattered 
plugs of inspissated bile. The absence of marked histologic changes in the 
parenchymal cells does not exclude the possibility of a functional impairment of 
bilirubin excretion and indeed this would seem to be the most likely explanation 
for the jaundice. Exactly how such an impairment occurs is of course not known; 
the most popular concept today is an allergic reaction. Much of the data are 
consistent with this, particularly the striking exacerbation of signs and symptoms 
when small amounts of the drug have been readministered to a few patients 
who had chlorpromazine hepatitis. Liver cells, however, do not morphologically 
participate in allergic reactions. Popper and others suggest that the cholangiole 


is the target organ of a sensitivity reaction and have termed this allergic peri- 
cholangiolitis with inflammation producing bile stasis and obstruction, however, 
as I have mentioned, this lesion occurs more often without obstruction develop- 
ing than it does with obstruction. There is another concept of etiology of chlor- 
promazine jaundice which offers much opportunity for study; I have listed this 
as metabolic competition. 


Recently Billing, Cole and Lathe in England and Schmid in this country 
have demonstrated the difference between direct and indirect reacting bilirubin 
in the van den Bergh reaction. Indirect reacting bilirubin is bilirubin itself; 
direct reacting bilirubin is bilirubin glucuronide; the glucuronide being required 
for excretion by the kidney and liver. This conjugation occurs primarily in the 
liver. Although the exact mechanism of the conjugation is not known it is 
reasonable to suspect that there is an energy requiring system that will transfer 
glucuronic acid from a suitable donor to the bilirubin receptor. 


All of the compounds previously listed as associated with jaundice similar 
to that produced by chlorpromazine require glucuronide conjugation for their 
excretion. It is quite true that many substances require conjugation with glucu- 
ronic acid prior to their excretion from the body, however, one may postulate 
that the mechanism for providing glucuronic acid for particular substances such 
as bilirubin or chlorpromazine may be abnormal in patients who develop chlor- 
promazine jaundice. This could result in inadequate chlorpromazine conjugation 
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and elevated free drug concentration in the central canaliculi and chemical 
damage. Conjugation must occur as the serum bilirubin rise is primarily direct 
reacting, however, as has been noted, the rise later in indirect reacting bilirubin 
can be striking. Furthermore, two patients who had methyl testosterone jaundice 
developed hyperbilirubinemia when chlorpromazine was given. 


There are many limitations to this theory but it is providing an excellent op- 
portunity for study of liver metabolism and hopefully you will hear more of it. 


Discussion 


Dr. I. Snapper:—The interesting presentation by Dr. Arias sheds new light 
upon the importance of the conjugation of many substances with glucuronic 
acid as takes place in the liver. In olden times a diminished glucuronic acid 
conjugation to camphora administered by mouth, was a sign of diminished liver 
function. In the late 1940’s I demonstrated that increased glucuronic conjugation 
of benzoic acid indicates the presence of impaired liver function. We are now 
back again to 40 years ago and evidently can in the future use decreased glucu- 
ronidation as a sign of liver damage. 


The theories and experiments devised to explain the difference between 
direct and indirect bilirubin are numerous. Already at the time when the van 
den Bergh reaction was designed, I could prove that crystallization of bilirubin 
from the serum of a patient with hemolytic jaundice, containing indirect bilirubin, 
is simple. The same method of crystallization, however, gives negative results 
when the serum of a patient with obstructive jaundice is used. In the latter case 
the bilirubin during the crystallization process oxydizes to biliverdin. The crystal- 
lization of bilirubin from such a serum only succeeds if first the alcoholic extract 
of the serum is precipitated with a lead salt. In other words, lead removes from 
the serum in obstructive jaundice a substance which increases the rapidity of 
oxydation of the bilirubin. At the time, 40 years ago, I thought that the substance 
which potentiates the oxydation was a bile acid. The latter conclusion may or 
may not be true. Even so, the difference in the velocity of different reactions 
between the bilirubin in the serum with a direct and an indirect van den Bergh 
reaction depends upon a substance which is precipitated by lead. 


I wonder how the latter observation fits with the assumption of a bilirubin 
glucuronide as presented by Dr. Arias. 


It is certainly wise to study new drugs very carefully. When a new drug is 
life-saving as insulin, liver, sulfonamides, penicillin, streptomycin—perhaps even 
in certain cases—corticosteroids, then such new drugs should be tried immediately 
in clinical medicine. If new drugs, however, only relieve symptoms and signs then 
a certain conservatism is required before a new drug is used indiscriminately on 
patients. It takes 25 years before all the actions and side actions of a drug are 
known, and this holds true also for chlorpromazine and allied compounds. 


CULTURES OF THE HUMAN STOOL, SENSITIVITY TESTS 
AND RESULTS FROM THE ADMINISTRATION 
OF INDICATED ANTIBIOTICS® 


DAVID C, DITMORE, M.D. 
and 
HOWARD E. LIND, Ph.D. 
Boston, Mass. 


INTRODUCTION 


It is well known that the cure of some cases of pruritus ani and persistent 
chronic intestinal disorders such as idiopathic diarrhea, presents great difficulty. 
An analysis of our own cases shows that 93 per cent improved satisfactorily, 
while the remaining 7 per cent furnish the basis for this paper. 


Escherichia coli in water supplies has been universally used as an index 
for fecal contamination, and it is recognized that the higher the E. coli count, 
the greater is the potential for enteric pathogens. Can it be that both the kind 
and number of bacteria isolated from feces have something to do with such 
ailments, and is it possible to use some of the more recent antibiotics in treat- 
ment? A singularly favorable experience with Chloromycetin, a broad spectrum 
antibiotic, against proteus mirabilis of the vulva and perineum, even after 
vaginectomy, gave us some encouragement. 


CULTURES 


The primary organism isolated from stools of 48 patients occurred in the 
following order of frequency. 


Escherichia coli-88 per cent; Proteus Species—35 per cent; Aerobacter 
aerogenes—23 per cent; Saccharomyces cerevisiae—13 per cent. Micrococcus 
pyrogenes var aureus, Pseudomonas aeruginosa, Klebsiella pneumoniae, and 
Candida albicans each occurred once or twice only. When more than one 
organism was found in large number which occurred frequently, they were so 
indicated as primary potential pathogens. 


SENsITIVITY TESTS 


Some of the antibiotics such as penicillin, neomycin, erythromycin, and 
streptomycin were active in such a low percentage against the intestinal bac- 
teria isolated that they are not included in this series. As might be expected 
in vitro some antibiotics are active against more strains of bacteria, and show 


*Presented before the Course in Postgraduate Gastroenterology of the American College 
of Gastroenterology, New York, N. Y., 18, 19, 20 October 1956. 
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greater potential against individual species than others, as for example Chloro- 
mycetin in Table I. 


TABLE I 


Per CENT OF ORGANISMS SENSITIVE TO DESIGNATED ANTIBIOTICS 


Chloromycetin 
Furadantin 
Aureomycin 


62 
Terramycin 56 
53 


Tetracycline 


Some antibiotics are more limited in the bacterial spectrum, but yet may 
be more active than others against a given species. At the same time, the use 
of the antibiotic against some bacteria may seem plausible, while against others, 
its efficiency may be so low that its use is not indicated (Table II*). 


TABLE II 


PERCENTAGE SENSITIVE 


E.coli | Proteus Species | A. Aerogenes 


Chloromycetin 56 17 13 


Terramycin 5° 8° 
Tetracycline 4° 15 
Furadantin 17 13 


Aureomycin 6° 9° 


COMPARATIVE VALUES 


It is apparent that Chloromycetin is active to a substantially greater per- 
centage against E. coli than to the other drugs tested. Chloromycetin and 
Furadantin appear equally effective against Proteus sp. and A. aerogenes. 
Tetracycline appears to be effective in vitro against A. aerogenes, but less 
effective against the Proteus sp. In general, Chloromycetin appears to be the 
drug of choice. 


AcTUAL VALUES 


Chloromycetin was active in vitro against Proteus sp. in 14 cultures, and 
Aerobacter aerogenes in 11 cultures. Including Escherichia coli, it appeared po- 
tentially useful in 88 per cent of the cultures. On this basis, this drug was given 
and results are included in this study. 


88 
76 
| Other Total 
| 2 88 
| | 9 56 
| oO 53 
r 76 
| 4 62 
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Terramycin was active in vitro against Proteus sp. in three cultures, and 
Aerobacter aerogenes in seven cultures. Including Escherichia coli, it appeared 
potentially useful in about 56 per cent of cultures. 


Tetracycline, based on 32 cultures, was active in vitro against Proteus sp. 
in one culture, and Aerobacter aerogenes in five cultures. Including Escherichia 
coli, it appeared potentially useful in 53 per cent. 


Furadantin, based upon 41 cultures, was active in vitro against Proteus sp. 
in seven cultures, and Aerobacter aerogenes in six cultures. Including Escher- 
ichia coli, it appeared potentially useful in a total of 76 per cent. 


Aureomycin in vitro was active against Proteus sp. in five cultures, and 
against Aerobacter aerogenes in eight cultures. Including Escherichia coli, it 
appeared potentially useful in 62 per cent of cultures. Compared with Chloro- 
mycetin, this was lower, and because of previously experienced side-effects, it 
was not used in this series. 


TREATMENT 


Depending upon whether or not the bacteria present were sensitive, 
Chloromycetin was given in 28 cases, and three were cured. Terramycin was 
given in 10 cases, and two were cured. Furadantin was given in seven cases, 
and one was cured. Tetracycline was given in four cases, but no case was cured. 
An antifungal agentt was given in 14 cases, and four cases were cured. 


SUMMARY 


The number of cases within the 7 per cent group which was cured by any 
one of the antibiotics, statistically was not significant. On the surface the results 
do not seem impressive numerically. Nevertheless, a cure among the remaining 
seemingly incurable 7 per cent is significant. The compilation of the total num- 
ber of difficult patients cured by some one antibiotic or antifungal agent 
showed that there were 11, a percentage of 34 or about one-third, and this is 
a decided improvement over methods prior to the antibiotic era. The patient 
was considered cured when all subjective and objective symptoms disappeared, 
and he remained well. Herewith are cited a few typical cases: 


Case REPORTS 


Mrs. MacK., female, age 68, has suffered for many years with leukoplakia 
of anus and vulva. Because of discomfort and danger of malignancy, radical 
resection of vagina was carried out by a gynecologist. The lesion recurred and 
scrapings were collected which showed Proteus mirabilis. Chloromycetin, 1 gm. 


+Mycostatin 
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daily in divided doses for 16 days, was prescribed. The patient was cured and 
has been well for three years. 


Mr. G., male, age 37, had frequent stools with pruritus ani for six years. He 
was cured with Chloromycetin, 1 gm. daily in divided doses for 16 days, and 
he has remained well for three years. 


Mr. R., male, age 72, had suffered for 13 years from recurrent attacks of 
redness, heat, and moisture about the anus. Since taking Terramycin, 1 gm. 
daily in divided doses for 16 days, and an antifungal agent, two tablets three 
times a day for 16 days, he has remained well for more than three years. 


Mrs. H., female, age 47, had suffered recurrent attacks of diarrhea for 
years after any alcoholic beverages. There was complete recovery under an 
antifungal agent, two tablets three times a day for 16 days, and she has been 
well for 18 months. 


Mrs. O'B., female, age 54, itching for years, was cured with Furadantin, 
four tablets daily in divided doses for 16 days, and she has been well for two 
years. 


Mr. B., male, age 50, history of itching for 20 years, persisting even after 
treatment by innumerable physicians. He was cured with an antifungal agent, 
four tablets daily in divided doses for 16 days, and he has remained well for 
nearly one year. 


CONCLUSION 


It is not possible to arrive at any definite conclusion from this small series 
of cases. It is quite evident, however, that if we are to blame bacteria, Escher- 
ichia coli, Proteus sp., or Aerobacter aerogenes should be suspected, and that 
when the patient is one difficult to cure or relieve, at least one of these probably 
will be found in the culture. Also more significant is the fact that no one of our 
presently available antibiotics is considered a specific therapy for these clinical 
conditions. 


In particularly resistant cases stool cultures should be taken, and the patient 
given 1 gm. daily of the antibiotic to which the primary isolated organism is 
sensitive. If there is no improvement, the dosage should be repeated with an- 
other indicated antibiotic. Before any drug, having a low over all effectiveness, 
is administered, cultures of the stool with sensitivity testing to several anti- 
biotics should be done in an effort to establish whether or not any of them 
stands a chance of aiding the patient. 


An antifungal agent is possibly indicated in those cases characterized by a 
whitish overgrowth, or redness, heat, itching and moisture, or in any case which 
does not respond to one or more of the active antibiotics. If two tablets (500,000 
units each) three times a day do not seem to be sufficient, it may be increased 
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to three tablets three times a day. If the patient has had previous intensive 
antibiotic therapy, it probably should not be added to an antifungal agent. 
Also, it is a question as to whether the addition of the antibiotic of low activity 
adds very much to the value of an already effective antifungal agent. 


In cases where medication seems advisable before culture can be obtained, 
Chloromycetin seems to be the most logical antibiotic to give, but it should be 
discontinued immediately if not active in vitro. If cultures are available, and 
show a Proteus sp., either Furadantin or Chloromycetin may be given, while if 
Aerobacter aerogenes is present, a Tetracycline is also to be suggested. 


Parenthetically, Terramycin was particularly effective against two cases of 
Endameba histolytica. 


The fact that one-third of these persistent cases were cured is encouraging. 
The method of diagnosis and treatment may be considered unorthodox, yet the 
danger of indiscriminate use is minimized because of the added time and 
expense to the patient without satisfactory results. 


Dr. I. Snapper:—The report of Dr. Ditmore reminds us of the advantages 
and disadvantages of the administration of broad spectrum antibiotics. Some- 
times these compounds cause serious or even fatal diarrheas, usually due to 
staphylococci. These diarrheas evidently occur when all other bacteria are 
killed but the resistant staphylococcus survives. The latter then proliferates 
freely because it is no longer inhibited by the competition of other bacteria. 
Aureomycin is especially well known to cause acute and chronic diarrhea, proc- 
titis and colitis, and many other antibiotics have the same disadvantage. We 
must thank Dr. Ditmore and his associate for demonstrating that careful bac- 
teriologic examination of the stools of patients with diarrheas permits the selec- 
tion of certain patients whose diarrheas can be influenced favorably, even by 
aureomycin. 


Dr. David C. Ditmore:—Dr. Snapper, my patients rarely come in with a 
complaint which can be attributed to an antibiotic, and Dr. Lind has never 
found Monilia when the stool is cultured. Occasionally, localized pruritus ani 
occurs, but this disappears quickly when this drug is discontinued. The cause 
is not definitely clear. 


Does Chloromycetin cause agranulocytosis? Even after several cases, we do 
not have any experience with this complication. A generalized rash came on 
about the 7th day of medication in two cases, but disappeared promptly when 
the drug was discontinued. 


Thorazine might be useful as a tranquilizer, but so far, it has not been 
prescribed. 


THE SURGICAL TREATMENT OF POLYPS OF THE 
COLON AND RECTUM®t 


IRVING F. ENQUIST, M.D. 
Brooklyn, N. Y. 


It is a well-accepted doctrine that rectal and colonic polyps are pre- 
cancerous lesions, and as such should be destroyed. The multiplicity of polyps 
and even frank carcinomas of the colon is so frequent that Lillehei and Wangen- 
steen, Judd and Carlisle, Teicher and Abrahams, and others have suggested that 
subtotal colectomy be done for a solitary polyp or cancer of the colon. Bacon, 
Cattell, Welch, Holden, and others do not agree with this policy, but feel rather 
that a polypectomy or a segmental resection is sufficient for the treatment of an 
individual polyp of the colon. It is not the purpose of this communication to 
attempt to settle this discrepancy, for the problem is very complex and the 
decision is difficult; rather, a presentation of the data available from a recent 
study of patients with polyps will be presented. If the data presented will 
honestly help to suggest that one method of treatment appears more logical 
than another, the purpose for the review will have been more than accomplished. 


A recent review of the experience at a Cancer Detection Center is the 
basis for this report, and any impressions or suggestions offered are based 
entirely on the results of this study. The Cancer Detection Center of the Uni- 
versity of Minnesota Hospitals was opened on 1 March 1948, and in the eight 
years between that date and 29 February 1956, 7,608 patients were examined 
there. A routine proctosigmoidoscopy is a part of the complete examination 
given the patient at the initial visit and at all subsequent annual follow-up 
visits. The incidence of polyps discovered by these endoscopies was found to 
be 17.2 per cent in the first 3,364 patients examined. This was the subject of a 
previous communication*. The figure seems high, but it is important to indi- 
cate that all of the patients seen at the Detection Center are 45 years of age 
and older, and the greater incidence of these tumors in patients in the older 
age groups has been noted by other authors®?°?, 


In the present review of 7,608 patients, polyps were found by proctosig- 
moidoscopy in 11.5 per cent of these patients at their initial examination. In 
another 7.7 per cent of patients, polyps were discovered at follow-up examina- 


*Presented before the Course in Postgraduate Gastroenterology of the American College 
of Gastroenterology, New York, N. Y., 18, 19, 20 October 1956. 

+The references to the study of patients from the Cancer Detection Center at the Uni- 
versity of Minnesota Hospitals are made through the kind permission of Dr. Owen H. 
Wangensteen, Professor and Chairman, Department of Surgery, and Dr. Albert Sullivan, 
Director of the Cancer Detection Center. 

Supported in part by funds provided by the Minnesota Chapter of the American Cancer 
Society. 
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tions, yielding a total incidence of polyps in 19.2 per cent of these presumably 
asymptomatic individuals. This extremely high incidence of supposedly pre- 
cancerous lesions certainly warrants careful attention, for if these lesions are 
truly precancerous, their removal in this early, benign stage would be an 
unusually fruitful area for cancer prevention. 


Of the 1,462 patients found to have polyps, in all but three was the first 
lesion discovered by proctosigmoidoscopy. In the three exceptions, barium 
enemas were done for various reasons (vague pain in the right lower quadrant, 
occult blood in the stool, severe proctitis) and polyps were discovered in the 
colon proximal to the sigmoidoscoped area. Every patient with a polyp or 
polyps discovered by proctosigmoidoscopy at the Detection Center is studied 
carefully by double-contrast, barium-air enema to discover polyps or cancers 
in the large intestine which is not visualized by sigmoidoscopy. This x-ray study 
is also repeated at each annual re-check examination, even though the rectal 
and sigmoidal polyps have disappeared or been destroyed. Polyps were found 
by this technic in 65 of the 1,459 patients (4.5 per cent). The incidence was 
higher (6.6 per cent) if multiple lesions had been found by proctosigmoidoscopy 
than if only a single lesion had been found by that procedure (3.7 per cent). 
Some of these grossly polypoid lesions showed malignancy, either in situ or 
frankly invasive. In addition, five frank cancers of the colon were discovered 
by the barium studies in these 1,459 patients (0.34 per cent). Everyone will 
admit that x-ray examination of the colon is not an absolutely accurate method 
for detecting polyps. This has recently been emphasized again by Teicher and 
Abrahams who found multiple polyps in two patients subjected empirically to 
subtotal colectomy, the preoperative barium studies having shown no polyps. 


The patients seen at the Cancer Detection Center were not treated at this 
Center, but returned to their own physicians for treatment. Therefore, surgical 
treatment of the colonic polyps was carried out by a number of different sur- 
geons, and therefore also by a number of different methods. Colotomy with 
polypectomy was most frequently used, although segmental resection was car- 
ried out in a few instances, and subtotal colectomy was done in four patients. 
Of the 48 patients operated upon for colonic polyps, 10 or 21 per cent were 
found by the operating surgeon to have more polyps in the colon than dis- 
covered by the x-ray examination. If coloscopy at the time of operation or 
routine subtotal colectomy had been used more frequently, perhaps many more 
polyps would have been discovered. Subtotal colectomy was the method used 
by the operating surgeon in four of these patients; more polyps than shown by 
x-ray were found in two of these four surgical specimens. 


Only 19 per cent of the polyps discovered by proctosigmoidoscopy were 
biopsied, and these biopsies represent the pathology of only the larger lesions, 
ie., about 5 mm. in size or larger. Eighty-five per cent of these lesions were 
benign adenomas, 11 per cent were other benign lesions (inflammatory nodules, 
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normal mucosa, etc.), and 4.4 per cent were found to show malignant change 
of one degree or another. These malignant changes include carcinoid tumors, 
atypia, malignancy confined to the tip. Since one may assume that practically 
all of the malignant lesions were biopsied (the incidence of malignancy in 
lesions 4 mm. or smaller in size is very low), the true incidence of malignancy 
in the 2,366 lesions seen by endoscopy is probably less than 1 per cent. This 
represents, however, an incidence of malignancy per patient of about 2 per cent. 
The incidence of malignant change in the frankly polypoid lesions discovered in 
the colon by barium-air contrast enemas is 10 per cent. Again, this includes 
stages of malignancy short of invasion (atypia, in situ carcinoma, cancer con- 
fined to the tip). 


CoMMENT 


Because the Center serves in a diagnostic, but not in a therapeutic capacity, 
treatment could not be controlled, and therefore clear-cut impressions regarding 
proper therapeutic technics could not readily be obtained. There are many 
questions about the management of polyps that remain unsatisfactorily an- 
swered: How many polyps actually become invasive cancers? How long does 
such malignant degeneration usually take? Is polypectomy satisfactory treat- 
ment for colonic polyps with malignant degeneration at the tip? Can malig- 
nant rectal adenomas be treated satisfactorily by local measures (excision or 
destruction )? 


It was hoped that the answers to these and similar questions would be 
forthcoming after completion of this study. Unfortunately, such is not the case. 
Most doctors would agree that any polyp, of benign appearance, discovered by 
proctosigmoidoscopy should be destroyed, with or without preliminary biopsy. 
Weingarten and Turell’® recently urged the routine biopsy of all lesions dis- 
covered by endoscopy, even of small sessile mammillations, because an occa- 
sional tiny lesion of this size will be histologically malignant. 


If the biopsy reveals atypia, or cancer at the tip of a grossly polypoid 
lesion, there is nearly unanimous agreement that local excisional or destructive 
measures are sufficient. If, however, the biopsy shows invasion of the stalk, 
and possibly also invasion beneath the muscularis mucosae (and we are still 
considering only pedunculated lesions), there is some discrepancy. Castro, et 
al’® accumulated an interesting experience in dealing with 13 such lesions by 
local destruction with a diathermy knife; in their period of observation no re- 
currences or metastases were discovered. Fisher and Turnbull" do not feel that 
local excisional therapy is justified even though they report a series of seven 
such lesions treated locally, which showed neither recurrence nor evidence of 
metastasis during a five-year follow-up. Lockhart-Mummery and Dukes* state 
categorically that an abdominoperineal resection should be done if any sign of 
invasion is detected in the biopsy. 
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There are champions of three different approaches to the management of 
polypoid lesions of the colon which must be handled via laparotomy. (Nearly 
all surgeons feel that a typical sessile adenoma should be removed by segmental, 
or more extensive, resection.) Bacon* continues to favor polypectomy with study 
of the rapid frozen section of the lesion, and performance of segmental resection 
only if invasion is detected. His purpose in reserving segmental resection for 
the invasive lesion is that—in his hands—resection carries four times the risk of 
simple polypectomy. Cattell’ and Swinton’® also favor simple polypectomy. 
C. E. Welch* and Holden’ prefer to perform a primary segmental resection for 
colonic polyps, feeling that the risk of primary resection with anastomosis is so 
low, and the risk of malignancy in the lesion so high, that the procedure is 
justified. Welch also pointed out the interesting fact that half of his patients 
explored for colonic polyps needed the resection anyhow for one of four rea- 
sons: Associated diverticulitis, sessile character of the lesion, the lesion was a 
papillary (villous) adenoma, or the lesion turned out to be malignant (15 per 
cent). This certainly justifies a procedure which carries a mortality risk of two 
or three per cent. 


Judd and Carlisle recently suggested that very wide segmental resection, 
or subtotal colectomy might very well be indicated for a polyp of the colon 
because of the frequent multiplicity of the lesions, recurrence after treatment 
(15 per cent), and incidence of malignancy (6 per cent). Lillehei and Wangen- 
steen' have made this suggestion for solitary cancers of the colon, because the 
incidence of associated polyps (38 per cent) and simultaneous multiple carci- 
nomas (7 per cent) seemed to warrant this extensive resection. Impetus to this 
argument was recently given by the paper of Teicher and Abrahams’, in which 
they presented five patients with polyps, whose surgical specimen after subtotal 
colectomy showed many more polyps than the preoperative barium enema 
study. In fact, two of their patients were subjected to subtotal colectomy even 
though the barium studies revealed no lesions. Both colons contained multiple 
polyps when studied by the pathologist. Neither author has noted any serious 
difficulty with diarrhea after subtotal colectomy, if only a modest portion (30 
cm. or less) of ileum is resected. 


Unfortunately, this study does not add weight to the argument for any of 
the described plans of treatment. In only two of 54 patients with colonic polyps, 
however, was another polyp found by barium study during follow-up examina- 
tions. Of the 48 patients operated upon for colonic polyps, 10 (21 per cent) 
were found at operation to have more polyps than discovered by barium enema. 
It should be mentioned again that coloscopy was rarely used in these operations; 
therefore, some polyps might very well have been missed. Only two of the four 
patients who were treated by primary subtotal colectomy showed more polyps 
in the specimen than shown in the x-ray studies. 
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SUMMARY AND CONCLUSIONS 


1. The high incidence of precancerous lesions—rectal and colonic polyps— 
in asymptomatic patients attending a Cancer Detection Center is reported. 


2. This extremely high incidence merits very careful consideration. 


3. The current methods suggested for the treatment of rectal, and of colon- 
ic polyps, are briefly reviewed and compared. 


4. The use of the figures obtained from this study in helping to decide 
upon the best methods for handling these tumors is suggested. 
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Discussion 


Dr. O. H. Wangensteen:—This very painstaking study by Dr. Enquist, of 
this very common disorder, is timely and pertinent. One factor which must be 
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read into this study, of course, is that the time interval has not been long. All 
of us are familiar with the circumstance that if a patient has colic or rectal 
polyps over a long period of years, the incidence of malignancy in such polyps 
would be correspondingly greater. 


Certain it is that if one is going to do cancer detection work in any part 
of the body involving both sexes, it should be in the rectum and colon. As Dr. 
Enquist has nicely shown, approximately 75 per cent of all these polyps are in 
the region within reach of the sigmoidoscope. The gastric polyp, if left alone, 
will become a gastric cancer; however, it is not likely that gastric polyps are 
the common precursor of gastric cancer. 


In 1946 I did a segmental resection for a woman with a cancer in the de- 
scending colon. Four months later her physician called to say that she was 
bleeding again. I said, “She must have another cancer or a polyp that we over- 
looked. Have you reassessed the situation?” He assured me that there was no 
suggestion of recurrence. A few additional months went by and the physician 
called me again and said that his patient had had another episode of intestinal 
bleeding. 


I said, “She certainly must have an overlooked polyp or cancer.” Reexami- 
nation indicated the presence of a small cancer at the juncture of the true rec- 
tum with the colon. The patient was rather obese and as every surgeon knows, 
this is not an easy area to explore from within the abdomen. This time excision 
of the residual colon was performed, anastomosing the ileum to the rectum. 
Some months later, feeling that our failure to find the overlooked lesion in the 
first instance was owing to inexpert sigmoidoscopic examination, I told one ot 
our Proctologic Staff about this occurrence. I said, “Does this experience have 
any parallel in yours?” 


He said, “Do you recall the patient’s name?” 
I told him. 


He said wistfully, “I was the one who overlooked that rectal cancer.” 


It had failed to come within the range of vision of the scope and he had 
missed it. 


Though we had done near total colectomies previously, and I had reported 
upon them. (Surgery 14:403-432, 1943), it was then that I began to perform near 
or total colectomy routinely. I employ a closed anastomosis. Before the anterior 
row of sutures is tied, a look is taken inside by grouping and pulling the ante- 
rior untied sutures toward each end of the anastomosis. Frequently, it is neces- 
sary to place a few interrupted sutures from within to effect a better approxi- 
mation of the mucosa in the posterior suture. If such sutures are placed from 
within, the needles and the surgeon’s gloves are discarded. The anterior row 
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of sutures effect a better mucosal union, because they are tied after the clamps 
are withdrawn. 


In performing near or total colectomy, the ascending colon or the ileum is 
anastomosed on to the true rectum. If the ileocecal valve and sphincter are 
saved, persistent diarrhea rarely, if ever, attends near total colectomy. 


Our experience [J.A.M.A. 157:163-170, (Sept.) 1955] indicates that, if one 
performs near or total colectomy regularly he will find polyps and/or cancer in 
a segment of the colon beyond the reach of the conventional segmental colic 
resection, in so high a proportion of cases as to warrant and justify the adoption 
of near or total colectomy as the primary operation under ordinary circum- 
stances, when operating for colic cancer or polyps. 


Actually Lillehei and I found that 38 per cent of our patients had polyps 
beyond the reach of a segmental colic resection. And with reference to cancer, 
it was found counting synchronously encountered cancers in a segment of the 
colon beyond the reach of the usual segmental colic resection—and counting as 
well those patients who had undergone a prior excision of a colic cancer—that 
in all, near or total excision of the colon for cancer uncovered additional cancers 
in 18 per cent of the patients. 


One technical advantage of leaving the cecum in near total colectomy is 
that a complemental cecostomy may readily be added. When the ileum is anas- 
tomosed to the rectum, we often thread a Grafton Smith tube down at the time 
of operation into the reaches of the terminal ileum. It is easily done, as I have 
suggested in my book on Intestinal Obstructions (page 284). 


Now a word or two about the “second-look” operation in cancer of the 
colon. We use it in many kinds of intraperitoneal cancer. Our experience with 
it, however, has been -best in colic cancer. It is to the patient who is found to 
have lymph node metastases that the “second-look” is recommended. In short, 
of such patients, who were lymph node positive at the time of colectomy and 
to whom the recommendation of the “second-look” procedure is made, about 
one-half of them are found at the time of the reentry to harbor residual cancer. 
Yet through the principle of reoperation undertaken at 6 month intervals until 
a negative look is obtained, we have converted more than 25 per cent of those 
in whom cancer was still present to become cancer free. All of these patients 
without eradication of the cancer by subsequent operations, obviously would 


have died. 


We are beginning to find, with reference to the colon, that the last outpost 
of the cancer is in the liver. If an adequate primary operation is done, and the 
“second-look” principle is invoked in the lymph node positive cases, the surgeon 
will find himself confronted with the problem of trying to eradicate the cancer 
finally from the liver. The liver will regenerate faster than the cancer will grow. 
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We are in the process now of seeing whether we can eradicate the cancer from 
the liver by repeated “second-look” attacks upon that organ. 


I offer my apologies for this digression. Yet, it has definite relatedness to 
the problem, I think you will agree. If Dr. Enquist, or one of his associates, 
were to follow-up these patients with colic polyps and make a report on them 
ten years from now, it would be found, I am quite certain, that unless a near 
or total colectomy was done initially, that in the intervening years, additional 
polyps and/or cancer would have cropped up. And of course too, the rectum, 
in any event would have to be followed carefully by annual proctoscopic exami- 
nation to determine whether or not polyps or a cancer appeared there. Vigilant 
attention must be directed to the colon and rectum each year in all middle-aged 
persons, if our profession is to deal effectively with this important aspect of 
the cancer problem. Early diagnosis, the radical management of polyps, if an 
abdominal operation is in order, and primary near or total colectomy for colic 
cancer with “second-look” procedures for all lymph node positive cancers— 
such needs to be our program. 


Dr. I. Snapper:-I wonder whether Dr. Enquist agrees that a barium 
enema without an air contrast study is a poor method to exclude the presence 
of polyps. But, although a barium enema, followed by air studies gives much 
more satisfactory results, even this method frequently fails to visualize all 
polyps. Thus only too often during the operation of a patient with a colon 
polyp, many unsuspected polyps are found. 


Maybe Dr. Enquist will let us know whether it is wise to perform a colon 
resection for every pedunculated polyps of the colon which is discovered by 
x-ray examination. And, is for this purpose a subtotal resection sufficient or 
should a total colectomy be performed? Often after removal of one broad based 
polyp, new polyps develop in other parts of the colon. 


The villous adenoma deserves a special discussion. Personally I consider 
this tumor as potentially malignant, usually necessitating radical operation. 


Dr. Irving F. Enquist:—Dr. Snapper, I think I agree with you. This is a 
center for cancer detection which has been organized and it has been given its 
impetus by Dr. Wangensteen; but it is a diagnostic center, and treatment could 
not be controlled; it could only be recommended. 


I, too, feel that villous adenoma warrants a radical operation, as for cancer, 
because Sunderland and Binkley’s figures’, and others?, have indicated the inci- 
dence of cancer in these lesions is so great. 


1, Sunderland, Douglas and Binkley, George E.: Papillary adenomas of the large intestine, 
Cancer 1:184, 1948. 

2. Scarborough, Robert A. and Klein, Russell R.: Polypoid lesions of the colon and rectum, 
Am. J. Surg. 76:723, 1948. 


Enquist—The Surgical Treatment of Polyps of the Colon and Rectum 391 


As Dr. Wangensteen pointed out, this study has a lot of loopholes, because 
the follow-up period differs so greatly from one patient to the next. One person 
may have been examined once, and the next may have been examined a total of 
nine times over the course of eight years, so that there is no consistency. Before 
one can draw any definite conclusions, I think he ought to have a significant 
number of patients with a three-year or five-year, or eight-year follow-up. 


Dr. Wangensteen and I were talking about essentially different lesions. 
As you noted from the tables, a preponderant majority of the lesions I am 
talking about are tiny lesions, 5 mm. in diameter or smaller. Dr. Wangensteen 
was talking about “real polyps”. When a patient is sent to him for a polyp, the 
lesion is usually larger—a centimeter in diameter, or more. I don’t mean to 
state that the tiny adenoma is insignificant. As Dr. Turell has pointed out? sessile 
mammillations have been reported by several people, 2 or 3 mm. in diameter, 
which histologically were malignant. We had one lesion 5 mm. in diameter 
which was malignant. Two patients who had very tiny lesions, solitary, found 
by proctosigmoidoscopy, were found by barium enema studies to show polyps 
in the unscoped colon. They would never have had barium studies had it not 
been for the tiny lesions found by proctosigmoidoscopy. 


There is one other point I should like to mention: I saw Dr. Stanley Friesen 
in San Francisco, and I believe he has a patient alive and well close to five years 
following resection of a metastatic nodule in the liver, the primary being a 
cancer of the colon. 


I hope I pointed out to Dr. Snapper that all of the barium enema studies 
here were double-contrast, barium-air studies done with meticulous technic, 
and repeated as many as six times before the radiologist was satisfied that the 
colon was negative. 


There is a recent paper, in Acta Radiologica, however, by several Swedish 
radiologists*, in which they claim they can pick up lesions, 5 mm. in size, by 
their x-ray technics. They also claim that in the area 15 to 20 cm. from the 
mucocutaneous junction, they picked up more lesions by radiology than by 
endoscopy. How that is possible, I do not know. 


Dr. Wangensteen:—Dr. Friesen’s case of hepatectomy followed colectomy for 
metastatic cancer? 


Dr. Enquist:—I believe left lobar, but am not sure. 


Dr. Wangensteen:—I have one patient I have been thinking of as I sat 
here, who is still in the hospital a few days following a recent abdominal ex- 


3. Weingarten, Michael and Turell, Robert: Carcinomatous mucosal excrescence in the 
rectum, J.A.M.A. 149:1467, 1952. 

4. Andren, Lars, Stiire Friberg, and Sélve Welin: Roentgen diagnosis of small polyps of 
the colon and rectum, Acta Radiologica 43:201, 1955. 
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ploration. I operated on him nine years ago and I dictated into the operative 
record that a large polyp was removed during the course of an extensive 
colectomy, which I believed to be malignant. The pathologist labeled it benign. 
For this long period of time, the patient has been perfectly well. The other day 
he came in with a very large right liver; at operation both liver lobes were 
found to be heavily seeded with cancer. Nothing else was found. 


The question is: what is the nature of this lesion? Could it have been 
carcinoid? In any case, it must be a slow-growing cancer. Are you familiar 
with that chain of events, Dr. Enquist, in a large colic polyp? Inasmuch as no 
other intraperitoneal cancer was found®, I am led to conclude that possibly 
the earlier lesion in the colon was cancerous after all. Are you familiar with 
such an occurence? 


Dr. Enquist:—I am not. 


Dr. Snapper:—Well, a case of cancer of the colon, operated on nine years 
ago, and nine years later having metastases to the liver, yes. 


Dr. Wangensteen:—Yes, that is the current impression: I would think, Dr. 
Kirchner, the remarks today of Drs. Enquist and Snapper may be interpreted 
as suggesting the latent and potential malignancy of such lesions. I think that 
pathologists generally hold that most such polyps are relatively benign. Dr. 
Enquist quoted figures showing that even histologically, however, 38 per cent 
are malignant. I believe I am quoting him correctly. 


Dr. Arthur A. Kirchner:—-One gets a report that they are benign and 
another insists on extirpation. The pathologist will find on one area villous 
adenoma, malignant, and in following them they nearly always come back with 
malignancy, therefore I always insist villous adenoma are malignant. 


Dr. Wangensteen:—If you had a villous adenoma, Dr. Snapper, would you 
have an abdominoperineal excision of the rectum? 


Dr. Snapper:—Yes, sir. You mean if I had one? 
Dr. Wangensteen:—Yes, that is what I want to know. 


Dr. Snapper:—You shouldn't ask such a question! (Laughter) I mean, if I 
had a patient. (Laughter) 


Dr. Irving F. Enquist:—There is a question which has been handed to me: 
At what intervals should patients be checked by rectosigmoid examinations and 


*A few days after the discussion took ra and the patient was awaiting dismissal from 


the hospital, he was found dead on the bathroom floor surrounded by a pool of vomited 
blood. At autopsy a small cancer was found in the tail of the pancreas. It was reported by 
the pathologist as being an adenocarcinoma of the acinar tissue of the pancreas. They did 
not believe it to be an islet cell tumor. 
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barium contrast enemas after one benign polyp has been removed from the 
rectum? 


I really do not know, but feel that annual check-up visits are ideal. One 
of our patients who was not examined for two years, and who had a very tiny 
benign lesion, showed up with a 1 cm. malignant lesion at the same site two 
years later. So far he has been treated satisfactorily. This would indicate that 
biennial check-ups are probably too infrequent. 


NONINFLAMMATORY PROCTALGIAS 
AND ALLIED ANORECTAL DYSCRASIAS* 


EMIL GRANET, M.D., F.A.C.G. 
New York, N. Y. 


Pain and discomfort involving the rectum, anorectum and perineum usually 
result from regional inflammatory disease, and also from infiltrating neoplasms 
in their late stages. 


Proctalgias and anal dyscrasias of noninflammatory origin occur commonly, 
and are of interest because each entity poses problems in etiology, pathologic 
physiology and treatment. The syndromes to be here considered include proc- 
taglia fugax, sigmoidorectal intussusception, coccygodynia, neurogenic pruritus 
ani and other bizarre psychogenic dyscrasias. 


PROCTALGIA FuGax 


This term was introduced by Hess Thaysen in 1935 to describe a syndrome 
of idiopathic rectal pain which has specific characteristics’. 


Although the clinical picture varies in individuals, a composite description 
of the symptoms as reported subjectively would be somewhat as follows: 


The attacks are infrequent usually occurring not more than three times in 
one year. Onset is insidious without warning, often awakening the patient from 
a sound sleep in the early morning hours. The patient is aware of a sense of 
discomfort in the rectum, localized some 5 to 10 cm. above the anus; this in- 
creases rapidly in intensity to become a severe cramp-like pain often associated 
with mild shock. In its most severe form it is described as an agonizing localized 
pain as if caused by a constricting band. The paroxysm persists at maximum 
intensity for some 5 minutes, then gradually subsides, leaving the patient with 
a feeling of marked weakness and fatigue. With the resulting relief, the sufferer 
falls into a sleep of exhaustion. The anus itself is not primarily involved al- 
though secondary spastic muscular contractions are common. 


Patients try to relieve themselves of the pain by attempting to pass flatus 
or to defecate; they take enemata and hot sitz baths. These measures have little 
effect on the pain. The actual cause of the pain is not known. Its psychosomatic 
relationship is suggested by its onset in sleep, often during periods of tension 
states (fear, guilt, fatigue), and in numerous reports its onset followed coitus, 
masturbation and other phases of exciting sexual states. Karras and Angelo 


*Presented before the Course in Postgraduate Gastroenterology of the American College 
of Gastroenterology, New York, N. Y., 18, 19, 20 October 1956. 
+From the Department of Surgery (Proctology), French Hospital, New York, N. Y. 
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thoroughly discussed etiologic theories in their complete survey of the syn- 
drome’. 


That the paroxysm of pain is caused by severe, tonic muscle spasm is indi- 
cated by clinical features such as specific localization to the same area in the 
rectum, gradual increase in intensity to remain at an agonizing maximum for a 
few minutes, then subsiding gradually probably as a result of physiologic muscle 
fatigue. The pain of this syndrome is sometimes reported by patients as occur- 
ring directly following defecation. In these instances, however, the cramp is less 
severe both as to intensity and duration. From the location of the pain it is 
conceivable that spasm of the powerful puborectalis portion of the levator ani 
muscle which encircles the sphincteric rectum may be an important etiologic 
factor. 


Because of the unpredictable onset of the spasm and the rapid subsidence 
of symptoms, only Bolen documented the endoscopic findings in a case exam- 
ined during an attack*. He found the rectal mucosa edematous and reddened 
with the lumen occluded at the rectosigmoid. Under his direct vision the 
edematous mucosa retracted to be followed by passage of flatus, pain relief and 
the subsequent observation of a sigmoid normal in appearance. 


It is possible that what Bolen saw was the apex of a prolapsed sigmoid. 
Intussusception of the sigmoid into the rectal ampulla is common. In some cases 
spasm of the puborectalis muscle constricting the apex of a prolapsed sigmoid 
may explain the cramping pain. That this explanation is not fantastic is indi- 
cated by the occurrence of attacks of proctalgia fugax in 35 per cent of my 
patients with demonstrable sigmoidorectal procidentia‘. 


The transient nature and unpredictable onset of the attacks afford little or 
no opportunity to study the pathologic physiology of the condition. The infre- 
quency of the attacks, in the night often occurring, make prophylactic therapy 
impractical and difficult to evaluate. 


Inasmuch as tonic muscle spasm probably is the actual pain producing 
mechanism, its alleviation by a promptly acting antispasmodic medicament is 
indicated. As in patients subject to attacks of angina pectoris, tablets of glyceryl 
trinitrite should be provided and be constantly available for patients subject to 
attacks of proctalgia fugax. A soluble tablet of nitroglycerine placed under the 
tongue is a simple and convenient treatment; often it effectually aborts or mini- 
mizes an attack when utilized at the onset of pain. Karras and Angelo cite the 
effectiveness of this simple remedy in their 12 patients with proctalgia fugax. 


SIGMOIDORECTAL INTUSSUSCEPTION 


In many individuals the distal sigmoid is markedly redundant, extremely 
mobile, and possesses a long mesentery. In these persons, under certain condi- 
tions, the expulsive effort of defecation forces a considerable length of redun- 
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dant, mobile sigmoid to prolapse through the rigidly fixed rectosigmoid into the 
ampullary rectum. This invagination of a segment of sigmoid into the rectum 
constitutes a true intussusception. It differs from other types of intussusception 
in that the intussusception rarely becomes incarcerated or completely obstructed. 
On the contrary, the procidentia occurs intermittently and reduces itself spon- 
taneously. 


Anatomic features which facilitate sigmoidal prolapse are three: 1. abnormal 
mobility and redundancy of the distal sigmoid, 2. the narrow caliber of the 
sigmoid as compared with the voluminous lumen of the rectum, and 3. the 
fixation of the rectosigmoid and rectum in the sacral curve by the pelvirectal 
and sacral fascia. Other factors facilitating prolapse are the force of gravity 
acting in the normally erect position, and the markedly increased intraperito- 
neal pressure acting in the pelvis during defecation. 


Sigmoidorectal intussusception is a common clinical condition which mani- 
fests itself by specific symptoms. Although described 75 years ago by Allingham, 
and repeatedly since then in most textbooks dealing with proctology, this syn- 
drome is not well known. 


Symptoms resulting from partial, intermittent descent of the sigmoid into 
the rectum vary widely in individual cases and are often bizarre. This syndrome 
has been described in detail elsewhere*. The clinical picture can be summarized 
by stating that characteristically a sense of unsatisfactory and incomplete evacu- 
ation remains after defecation. There is a feeling that something remains which 
must be expelled. A sensation of rectal pressure and tenesmus results. Because 
of its frequent descent and recession, the mucosa at the apex of the intussuscep- 
tum becomes edematous, injected and eroded. Frequent discharges of glairy 
and even bloody mucus may ensue. A heavy dragging sensation in the pelvis 
and in the lumbosacral region may be present together with a dull aching pain 
referred to the perineum and down the thighs. 


When the sigmoid prolapses into the rectum, the lumen of the invaginated 
bowel is markedly reduced in caliber. Patients with this condition have found 
through years of experience that in order to obtain evacuation through the 
narrowed lumen, the feces must of necessity be semifluid in consistency. Laxa- 
tion with senna, cascara, prune juice which contains isatin, various salines and 
mineral oil becomes a daily ritual. This constant chemical irritation results 
eventually in a granular, hemorrhagic proctosigmoiditis with tenesmus, and fre- 
quent, ineffectual evacuations. Less frequently patients complain of a form of 
diarrhea in which, following the passage of a normally formed stool, repeated 
calls to the toilet are required throughout the morning in order to eject further 
small segments of feces. Postdefecatory proctalgia is common and a history of 
proctalgia fugax can be elicited in some patients. 


Despite its common occurrence we generally fail to diagnose this condition 
because patients are ordinarily sigmoidoscoped in the inverted or knee-shoulder 
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position. In the inverted patient the force of gravity acting cephalad, plus atmos- 
pheric pressure entering through the scope, replaces the prolapsed sigmoid into 
its normal anatomic position in the proximal pelvis. Thus, in the inverted posi- 
tion, the normal visceral relationship is seen. If, however, the patient is exam- 
ined in the Sims’s position the procidentia can be readily demonstrated. 


The instrument is again passed full length into the sigmoid of the now 
recumbent patient. Careful air insufflation facilitates this maneuver by dilating 
the lumen. The scope is then slowly withdrawn and the air allowed to escape 
by removing the air-sealing window. When the scope reaches the ampullary 
rectum and the distal aspect of the rectosigmoidal junction is visualized, the 
patient is asked to “strain down”. The sigmoid can be seen to prolapse through 
the rectosigmoid usually appearing first at the anterior aspect of the rectum. 
With further withdrawal of the instrument and continued straining by the 
patient, the apex of the intussusceptum can be seen to descend to the sphinc- 
teric rectum in some patients. If digital examination is now performed, the apex 
of the sigmoidal intussusceptum can be palpated as a firm, tender knuckle of 


gut. 
A simple technic for its radiologic visualization has been described*. 


Strangulation or incarceration, although uncommon, may occur. Monsarrat 


reported four cases treated surgically. Two additional cases of incarceration of 
the sigmoidal intussusceptum were recently reported’. 


The constitutional nature of the condition, its chronicity and the associated 
hyperirritable colon syndrome all combine to add to the difficulties of treatment. 
Many patients have exaggerated anxieties regarding their illness; some are in 
their climacteric, others are definite psychoneurotic. 


Relief of anxiety in such patients, many of whom have cancerphobia, can 
be attained by patiently and simply explaining to them the mechanics of the 
condition at the conclusion of a very complete examination which must include 
a barium enema and sigmoidoscopy. 


Treatment is directed toward allaying hyperirritability of the colon and 
especially spasm in the distal sigmoid. Anticholinergic drugs with atropine-like 
effects are administered in dosage adequate for pharmacologic effect, but short 
of attaining toxic side reactions. Harsh cathartics are banned. Most important 
is the continuous administration of the hydrophilic colloid preparations of psyl- 
lium and karaya (Konsyl, Hydrocil, Mucilose) and perhaps the methyl cellu- 
loses. These hydrophils must be administered in frequent and sufficient doses 
so that the resulting firm, bulky, and slippery fecal bolus will dilate and fill the 
distal sigmoid. Such a stool should slip through the rectosigmoidal junction 
readily and easily, to fill the rectal ampulla, thereby forestalling sigmoidal in- 
vagination. Mild sedatives, essential vitamins, and the hormones (estrogen, 
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testosterone, thyroid) are adjuvants utilized when indicated by the general 
medical condition of the patient. 


Patients are cautioned against straining unduly at stool. Should no bowel 
action result after 48 hours, a plain warm water enema, taken before retiring, 
is advised. This is best administered with the patient lying supine or in the 
Sims’ position. In these positions hydrostatic pressure will mechanically reduce 
the plug-like sigmoidal intussusceptum and allow the accumulated fecal mass 
and flatus to pass from the sigmoid into the rectum. 


Constant reassurance, skillful expectant management of symptomatic epi- 
sodes, and considerable patience on the part of the physician as well as the 
patient should result in satisfactory therapeutic results. 


CoccyGoDYNIA 


In this syndrome the pain usually begins as a sense of weight or heaviness 
which first involves the sacral region. The discomfort gradually becomes more 
severe and progresses to an aching pain centering about the coccyx, frequently 
radiating into the rectum, laterally into the buttocks and occasionally down the 
thighs. The pain is moderately severe, continuous, throbbing and is commonly 
brought on by prolonged sitting. Etiologic factors in this syndrome include 
direct trauma to the sacrococcygeal area by falls, trauma occurring during par- 
turition, anorectal inflammatory lesions, and occasionally as an aftermath of 
anorectal surgical procedures. Bony lesions of the coccyx itself following trauma 
are infrequent according to Duncan who found fracture of the coccyx in only 4 
per cent and dislocation in 2 per cent of 262 patients’. 


Based on his careful observations in 169 patients with coccygodynia over a 
16-year period, Thiele believes that the pain in this condition results from tonic 
spasm of the pelvic muscles which insert into the margins of the coccyx and 
sacrum, i. e., the levator ani and coccygeus muscles. Thiele found that levator 
muscle spasm was associated with anal infection in 63 per cent, with direct 
trauma (falls, parturition, long train or automobile rides) in 29 per cent, and 
it followed anorectal surgery in 6 per cent of his patients. He found that, “On 
digital rectal examination with the patient in Sims’ position, spasm of the leva- 
tor and coccygeus is easily detected by lateral posterior pressure, the spastic, 
tender muscles being felt stretched from their origin at the arcus tendineus or 
ischial spine to the side of the coccyx and the lower part of the sacrum®.” 


My own experience in a considerably smaller series completely confirms 
Thiele’s findings. An added physical finding, however, was found in many of 
my patients’®, This was the presence of well developed bursae which, on finger 
palpation, were found in the lateral pelvis situated between the pubococcygeus 
and the ileococcygeus portions of the levator ani muscle. In size, these averaged 
about 0.5 x 1 x 2 cm., were flat, oval, crepitant and during the acute phase, 


Granet—Noninflammatory Proctalgias and Allied Anorectal Dyscrasias 399 


were exquisitely tender. It is readily conceivable that levator muscle bursitis 
resulting from injury or infection can cause severe spasm of the adjacent muscles 


with constant forward traction on the coccyx to result in annoying rectal and 
low back pain. 


The definitive treatment of the coccygodynia syndrome is directed toward 
alleviating muscle spasm. The technic originally described by Thiele places the 
patient on the table in the Sims’ position with the operator’s gloved finger in- 
serted full length into the rectum. The levator and coccygeus muscles are mas- 
saged in the long direction of their fibers in the same manner that a strop is 
stroked by a razor. Massage is begun lightly. This is necessary because one does 
not wish to traumatize the extremely tender spastic muscles. As the patient 
makes subsequent visits, massage is made with increasing pressure. About two 
minutes of active massage applied to each side is adequate. Massage is followed 
by shortwave diathermia or microthermia applied to the sacral region with 
sedative heat for about 20 minutes. This same technic is utilized when acutely 
inflamed bursae are present. 


Rapid improvement with considerable relief of pain frequently results from 
the first treatment. My patients are treated every other day for about six treat- 
ments; intervals are then lengthened until complete freedom from pain is 
attained. If no improvement results after a few treatments, the case is considered 
a therapeutic failure for this method. In Thiele’s 169 patients, 63 per cent were 
cured, 27 per cent improved and approximately 7 per cent were not benefited. 
Where anorectal inflammatory disease is present these foci of infection should 
be removed surgically. A number of failures on conservative therapy refused 
necessary surgical eradication of foci of infection in the anorectum. My own 
experience fully parallels Thiele’s results. Patients with tender inflamed bursae 
did well on massage; the size and tenderness of the bursae diminished with 
clinical improvement. 


NEUROGENIC Prurirus ANI 


The etiologic factors in most patients with chronic pruritus ani can be de- 
termined by painstaking and diligent investigation. Among these are food 
allergy, oxyuris infestation, mycotic infection and in many patients, specific 
sensitivity of the perianal skin to chemical irritants in the feces and in the 
highly alkaline mucus secreted by the glands of the rectal mucosa. Prolapsing 
hemorrhoids, chronic fissure, fistulas and verrucae acuminata are obvious causes 
which require surgical correction". 


In chronic pruritus ani the perianal skin exhibits various degrees of inflam- 
matory reaction starting with early eczematoid rubor to culminate after many 
years in the thickened, rugated, pale and lichenified epidermis characteristic of 
extremely persistent cases. Dependent on the etiology in the individual case, 
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proper therapy conscientiously administered and utilized indefinitely by the 
patient will afford relief, if not cure, in most patients. 


The occasional patient with persistent anal pruritus is seen in whom no 
etiologic factor can be demonstrated despite our most painstaking investiga- 
tions. These patients continue persistently symptomatic despite empiric utiliza- 
tion of the gamut of our therapeutic armamentarium. Furthermore, despite 
constant pruritus, the perianal skin of these patients shows no sign of the usual 
chronic dermatitis or thickening; it is essentially normal in all respects although 
self-induced scratch marks are present. 


The patient with persistent anal pruritus and with relatively normal peri- 
anal skin, who in addition has personality difficulties or neurotic conflicts, and 
who remains persistently recalcitrant to treatment must of necessity be classified 
as a patient with neurogenic pruritus ani. 


That this type of individual is not rare is shown by the fact that numerous 
reports of this psychosomatic disturbance have been documented. It becomes 
increasingly clear that in certain neurotic individuals the anal pruritus may be 
the manifest subjective symptom derived in each case from hidden subconscious 
tension states. The definite pleasure relationship of pruritus ani and the scratch- 
ing thereof is brought out by Drueck who writes, “The occurrence of itching in 
an apparently healthy skin, as an expression of ‘fixation phenomenon’ arising 
from a submerged or repressed anxiety or desire, is familiar to both dermatolo- 
gists and neurologists. The substitution of the pleasure of scratching an itching 
dermatitis for the pleasure of sexual orgasm is described by Sack as ‘organistic 
pruitique’, the patient creating the itch in his own mind, so to speak, in order 
to have the pleasure of gratifying his sexual desire by scratching it, perhaps 
without any dermatic foundation™.” 


Stokes cites the case of an elderly gentleman who refused treatment of his 
pruritus with the frank remark that it resulted in more pleasant sensations than 
sexual relations with his wife. Stokes comments, “In this naive statement rests 
a great deal of truth, since it points clearly to the masturbatory element in 
many cases of pruritus, while the ‘masochistic’ element is inherent in the con- 
comitant suffering and 


Rosenbaum reports two cases of neurogenic pruritus perinei and concludes 
that, “It is well known that the sensation of itching with its resulting scratching 
may result in pleasant and sensuous sensations at times actually resulting in 
sexual orgasm, while at other times (or at the same time) the symptoms may 
produce intense suffering with violent scratching so that the end result almost 
amounts to complete self-destruction (‘tearing oneself to pieces’)'*.” 


Instances of the psychosomatic nature of neurogenic pruritus ani are be- 
coming increasingly evident and for this reason, some of the related literature 
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was quoted in detail. In practice we must recognize and suspect the neurogenic 
facets in these individuals. Local therapy is futile and even deleterious in such 
patients. Much time would be saved by psychotherapy utilized early in the 


BrzARRE NEUROGENIC DySsCRASIAS 


Proctologists constantly see patients who have made the rounds attempting 
to obtain relief for intolerable discomfort involving the anus variously described 
as pressing, burning, crawling or aching. Exhaustive examinations rarely reveal 
lesions which would explain the symptom. The obviously neurotic patient gives 
a detailed history going back many years of treatment entailing multiple anal 
operations, injectional treatments, physiotherapy and sundry local medicants, 
all without attaining relief. One must always be on the alert for the patient, 
usually a woman, with symptoms related to the anorectum but with personality 
traits which place her in the clinical entity described as hysteria’’. 


In general the attitude of these women is one of friendliness with over- 
talkativeness as a decided characteristic. Their history is one of constant sick- 
ness with indulgence in excessive medication; they have been excessively hos- 
pitalized and operated upon; they have many obscure, unrelated complaints. 
Even if definitely indicated, anorectal surgical operations upon such patients 
rarely result in satisfaction, even if excellent functional and anatomic results 
are obtained. Surgical operations are performed three times more frequently in 
women with hysteria than in controls according to a survey by Cohen and his 
associates. The incidence of hemorrhoidectomy in their group was 12 for women 
with hysteria as against 7 for women with organic illness, and none for healthy 
controls", 


A cursory history pertaining to an individual's general health will readily 
reveal the psychoneurotic individual who projects his tensions into anal symp- 
toms. One should limit surgical procedures in these individuals to organic 
lesions which give rise to valid symptoms and which will yield to no other form 
of treatment save surgery. Cryptectomies, papillectomies, excision of tags and 
hemorrhoidectomy for first-degree lesions should be avoided in anally fixated 
psychoneurotic individuals. 
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ANORECTAL DISEASES—DIAGNOSIS AND OFFICE MANAGEMENT*® 


SYLVAN D. MANHEIM, M.D. 
and 
RICHARD M. ALEXANDER, M.D. 
New York, N. Y. 


It is indeed a pleasure and a privilege to speak to you this morning. I 
accepted the invitation to address you with some misgivings since I am certain 
that you are all familiar with the available diagnostic methods and with the 
office management of anorectal diseases. Since, however, this is a refresher 
course I will try to review some of the more important concepts of proctologic 
office practice. 


In a brief presentation such as this it would be impossible to give a detailed 
description of the anatomy of the anus, anal canal and rectum. On the other 
hand when one realizes that 95 per cent of all anorectal disease occurs in the 
anal canal, the last inch of the gastrointestinal tract, the importance of anatomi- 
cal landmarks becomes obvious. The most important landmark from the view- 
point of diagnosis and treatment is the pectinate line—sometimes called the 
dentate line or the mucocutaneous junction. It is located in the anal canal at 
the level of the crypts of Morgagni and has the following clinical significance: 


1, It is the dividing point between cerebrospinal innervation above or proxi- 
mal to the line. Therefore, pain can be appreciated only below the pectinate 
line. 

2. The pectinate line separates internal and external hemorrhoids. 


3. Lymphatic drainage below the line is to the inguinal glands while above 
the line the lymph drainage is to the pararectal and periaortic plexuses. 


4. The pectinate line separates portal venous circulation above from sys- 
temic venous circulation below the line. 


In arriving at a diagnosis a carefully taken history is extremely important. 
The most frequent symptom encountered and the one that brings the patient 
to the office post haste is bleeding. The bleeding may be slight or profuse, 
bright red or dark in color and may be associated with pain or be painless. If 
a history of painless bleeding is elicited one can immediately locate the lesion 
as being above the pectinate line, while a history of pain and bleeding is 
indicative of a lesion at or below the pectinate line. A knowledge of familial 
history is important as there are many familial proctologic diseases such as true 


*Presented before the Course in Postgraduate Gastroenterology of the American College 
of Gastroenterology, New York, N. Y., 18, 19, 20 October 1956. 
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prolapse, pilonidal disease, polyposis and prolapsing hemorrhoids. An accurate 
history of the type, character and duration of the pain frequently results in 
making the diagnosis before taking the patient into the examining room. Pain 
coming on with or immediately after defecation, increasing in intensity for three 
to five hours and then gradually subsiding is practically always indicative of 
fissure-in-ano. The importance of making a diagnosis of fissure in the con- 
sulting room lies in the fact that you will be very gentle in your examination as 
you all know there is nothing more painful than an acute fissure or chronic 
anal ulcer. 


This brings us to the proctologic examination. Gentleness in all manipula- 
tions is of primary importance; nothing should be done hurriedly or roughly. 
Telling the patient exactly what will be done and describing the feeling of dis- 
comfort that might occur will usually relax the patient and facilitate an easier 
examination. I prefer the knee chest position with a bright light focused on the 
buttocks and anus. The examination should be in four parts—l. Inspection, 
2. Digital, 3. Sigmoidoscopy, 4. Anoscopy. 


1. Inspection:—The perianal skin and the skin of the buttocks and over the 
sacrum and coccyx should be carefully inspected for dimples, external openings, 
swellings, discolorations and ulcerations. The margins of the anal orifice should 
then be gently retracted, at the same time asking the patient to bear down. 
This will evert the lower end of the anal canal and it will be possible to see 
fissures, internal prolapsing hemorrhoids, protruding hypertrophied papillas or 
even low-lying pedunculated polyps. 


2. Digital:—Careful palpation of the skin and tissues around the anus may 
reveal induration, tenderness or fluctuation. After that a well lubricated gloved 
finger is inserted slowly into the anal aperture. The anal canal is palpated first 
and then the lower end of the rectal ampulla is felt. Anteriorly one should feel 
for the prostate in the male and the cervix or uterus in the female. In all cases 
the tip of the coccyx should be palpated between the index finger and thumb. 
This is an important maneuver because if it is not done it is easily possible to 
miss a carcinoma in the posterior wall of the rectum in the hollow of the sacrum. 
A lesion in this location is difficult to visualize with a proctoscope. 


3. Sigmoidoscopy:—It is well to remember that it is not always possible to 
pass the sigmoidoscope full length, because of adhesions or angulations. The 
instrument must be passed under direct vision slowly and gently as far as 
possible. Upon withdrawing the instrument the mucosa should be carefully 
inspected, particularly the superior surfaces of the valves of Houston. Ulcera- 
tions or polypi are frequently encountered here while the rest of the mucosa 
appears normal. 


4. Anoscopy:—For the examination of the anal canal it is better to use the 
anoscope. This should be passed full length with the obturator in place. Upon 
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withdrawing the obturator the upper end of the anal canal is brought into view. 
Slowly withdraw the anoscope—looking carefully for internal hemorrhoids, 
papillas, infected crypts and internal openings of fistulas. 


Hemorrhoids—hemorrhoids are varicose tumors involving the veins and 
capillaries of the mucosa and submucosa of the lower rectum and anal canal 
characterized by a tendency to bleed and designated as external or internal 
according to their location below or above the pectinate line. 


Classification:—The simplest classification is that of Pruitt. He uses an 
anatomical and clinical grouping. Under anatomical there are externals, com- 
bined or externointernal and internals. Each of these groups are then classified 
clinically as simple and complicated. The external simple group consists of 
anal varices covered by anal skin. The complicated external group consists of 
thrombosed, ruptured thrombosed and inflamed. 


The simple internals are 1° 2° 3° protruding hemorrhoids while the com- 
plicated internals consist of the strangulated, irreducible and gangrenous. What 
is the cause of hemorrhoids? Among the most commonly accepted theories are: 
1. Man’s habit of standing and walking in the erect position, 2. The lack of 
valves in the superior hemorrhoidal veins, 3. Straining at defecation, 4. occupa- 
tions requiring severe muscular effort and most important of all 5. heredity. 
That heredity predisposes to the development of hemorrhoids is a well estab- 
lished fact. The symptoms of hemorrhoids depend upon the type and extent of 
the pathology. There may be slight or profuse bleeding, usually painless. 
There may be only protrusion or as in the third degree type of internal hemor- 
rhoid, there may be protrusion and bleeding. Simple external hemorrhoids are 
dilated veins surrounding the anal orifice. Upon straining at stool the patient 
experiences a feeling of fullness and heaviness. The treatment here consists 
of measures to avoid constipation. Thrombosed external hemorrhoids are not 
really hemorrhoids but rather hematomas under the anal skin. These are caused 
by a rupture of the vein secondary to straining or lifting. As a rule, the treat- 
ment is conservative, namely Sitz baths, mineral oil, etc. If the hematoma is 
very large it may be necessary to excise the clot which can be done as an 
office procedure with local anesthesia. The simple internal hemorrhoid usually 
has as its only symptom bleeding with or after defecation. The blood is usually 
bright red and may be seen in the toilet bowl or on the paper. Clinically there 
are stages according to the degree of protrusion. 


First Degree:—In this stage the varicosed veins remain inside the anal 
canal or reach only to the anal aperture. 


Second Degree:—The veins are dilated and sacculated forming distinct 
masses or swellings covered with mucous membrane which protrude through 
the anal orifice on defecation but return spontaneously or are easily reduced. 
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Third Degree:—In this stage the protruding hemorrhoids remain outside 
the anal orifice until they are manually replaced and at times this can be done 
only with great difficulty. If this condition persists for long periods of time the 
anal sphincters become relaxed and eventually atonic. 


The complicated internal group consists of:—1. Irreducible prolapsed in- 
ternal hemorrhoids. This is a condition in which the protruding second or third 
degree hemorrhoid has become caught in the grasp of the sphincter ani and 
becomes so edematous that it becomes irreducible. This eventually leads to 


2. Gangrenous prolapsed internal hemorrhoids. The protruding mass be- 
comes so tightly compressed by the sphincters that the blood supply is impaired 
and gangrene results. 


The treatment of the complicated internal hemorrhoid must be surgical 
removal and will not be discussed in this paper. 


The treatment of the simple internal hemorrhoid may be palliative or cura- 
tive. The curative treatment again requires surgery and will not be discussed 
here. The palliative treatment consists of a series of injections. The only type 
of hemorrhoid amenable to injection therapy is the simple internal hemorrhoid 
of the first or second degree protrusion. Generally speaking the injection treat- 
ment consists of the injection of an irritating substance under the mucosa 
overlying the varicose veins. The fibrosis caused by the irritating drug causes 
contracture of the mucosa with subsequent obliteration of the veins. The injec- 
tion therefore is a perivenous submucosal injection. The solution should never 
be injected intravenously. The solutions originally used were phenol in glycerin 
or in oil. The most common solution was 5 per cent phenol in almond oil. The 
results measured by the control of bleeding were good. Many patients, however, 
developed oleomata or foreign body granulomata under the mucosa as a direct 
result of the injection of the oil and sloughs were common. These oleomata 
caused marked discomfort and were found to be present months and even years 
after the original injections. There have been many other solutions used such 
as formalin, adrenalin, alcohol and iron perchloride. The most common and 
safest solution, and one which is widely used today is Quinine Urea HCl 5 
per cent in aqueous solution. 


Technic of Injection:—With the patient in knee chest position the anoscope 
(preferably a bevelled edge instrument) is passed into the rectal ampulla. The 
instrument is slowly withdrawn so that the internal hemorrhoid is brought into 
view. The site of injection must always be proximal to the pectinate line. I use 
a straight long hemorrhoidal B.D. #23 or 24 gauge needle and Luer Lok 10 c.c. 
syringe. The needle is inserted into and under the mucosa over the hemorrhoids 
and from 1 to 2 c.c. of the solution slowly injected. The area around the needle 
insertion must be carefully watched, for as soon as the tissues show the slightest 
pallor or blanching the injection is discontinued and the needle allowed to re- 
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main in place for a few moments to prevent escape of the solution. At the next 
treatment which should be 5 to 7 days later digital examination will reveal the 
previously injected area to be thickened and indurated. This induration persists 
for about ten days and it is during this period that the submucosal blood vessels 
are becoming obliterated, with the formation of fibrous tissue. The second in- 
jection should be given at another quadrant and the third at still another area 
and so on until all quadrants have been treated. At times it is necessary to re- 
inject some of the quadrants a second or third time. The bleeding may stop 
completely after the first injection but it usually takes three or four injections 
to control the bleeding particularly if there is associated protrusion. In the 
simple internal hemorrhoids with no protrusion the results of injection are 
excellent and may last for months or even years. The results in the protruding 
type of hemorrhoids are only palliative and relief can be afforded only for short 
intervals. The injection treatment is ideal for the elderly patient, a cardiac, or 
in any instance where surgery and anesthesia are contraindicated. 


Fissure-in-ano is not a serious condition although there are few rectal ail- 
ments which cause more excruciating pain or more gradually undermine the 
general health of the patient than this small and apparently insignificant lesion. 
While readily amenable to treatment in its early stages, if allowed to go un- 
treated it becomes chronically infected and becomes an anal ulcer. Further 
neglect and infection result in abscess and fistula formation. 


Anal fissure may be defined as a break in the continuity of the mucosa 
and skin at or distal to the pectinate line occurring most frequently in the mid- 
line anteriorly or posteriorly. Fissure occurs with equal frequency in both sexes 
and in the vast majority of cases occurs at the posterior aspect of the anus. 


Etiology:-The primary cause of fissure is constipation. By the forced 
passage of large hard masses of stool the delicate friable mucosa of the anal 
canal is torn. The subcutaneous external sphincter encircles the anus except in 
the midline posteriorly. Here the fibers decussate leaving a small area of the 
anal orifice unprotected. Because of this the vast majority of fissures occur in 
the midline posteriorly. 


Pathology:—In the acute stage the fissure appears as a linear tear or split 
with thin edges and a red base. In the more chronic stage the edges are rolled 
and thickened, the distal skin portion is edematous (sentinel pile) and the base 
appears white and fibrous. 


Symptoms:—The predominant symptom of fissure is pain, which comes on 
with defecation, increasing in severity for four to five hours and then grad- 
ually subsiding. The pain may or may not be associated with bleeding but is 
most usually accompanied by anal spasm. 


Examination must be performed very slowly and gently. By spreading 
the perianal skin and asking the patient to bear down, the fissure is brought 
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into view. If there is marked pain and spasm, the application of a topical 
anesthetic will make examination less painful. 


Treatment consists of regulation of the diet to avoid constipating food, the 
use of mineral oil or mild cathartics and local treatments. Local treatments 
consist of frequent warm baths and the application of local anesthetic oint- 
ments to relieve pain and spasm. Suppositories are worthless inasmuch as they 
are painful on insertion into the rectum and give relief only if there is rectal 
absorption of an opiate or sedative. Local treatments by the physician consist 
of the application to the fissure of cod liver ointment, scarlet red ointment or 
weak silver nitrate. Occasionally the injection of a long-lasting oil soluble 
anesthetic under the fissure is helpful. The danger in injecting a long lasting 
anesthetic is the possibility of a slough or an infection which may eventually 
become a iistula. If the fissure heals but recurs promptly with a hard bowel 
movement, or if the fissure becomes chronic (anal ulcer) then surgery is 
indicated. 


Cryptitis and papillitis:-Between the columns of Morgagni in the anal canal 
are small semilunar folds, each forming a small pocket or sinus, the opening of 
which faces upwards or against the fecal stream. Infection of these sinuses is 
known as cryptitis. Infection may arise as a result of retained feces or as a 
result of a ruptured valve during a hard bowel movement. Pain is the chief 
symptom and may be sharp and cutting or dull and throbbing. There is usually 
an associated anal spasm and at times reflex urinary disturbances. 


Acute cryptitis can readily be diagnosed by the palpating finger and the 
anoscope. Palpation reveals localized tenderness and induration while anoscopic 
examination reveals redness, edema and at times the presence of pus exuding 
from the crypt. For the acute condition before suppuration sets in, Sitz baths, 
soft bowel movements and weak silver nitrate applied to the crypt by means 
of crypt hook often suffice to cause healing. Once suppuration has started the 
entire crypt should be laid open and the overhanging edges excised. Neglected 
cryptitis will eventually lead to perianal or perirectal abscess and fistula. 


Papillitis:-On each anal valve there is a small nodule called a papilla. It 
is composed of connective tissue and nonmedulated nerve fibers and is covered 
with stratified squamous epithelium. In the presence of any infection, irritation 
or spasm of the anal canal these nodules become hypertrophied, elongated and 
irregular. Papillae give rise to no symptoms unless hypertrophy occurs sufficient- 
ly for protrusion through the anal canal on defecation. These papillae can en- 
large enormously, become pedunculated, and on each protrusion the base 
becomes torn resulting in severe pain and bleeding. The treatment is surgical. 


The important thing to remember is they are not true polyps and have 
no potential for malignant degeneration. 
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Pruritus ani:—Pruritus ani is a symptom which may complicate many dis- 
eased states, but because we have failed in most cases to find the true cause it 
has achieved the distinction of being called a disease. Pruritus ani is really a 
syndrome involving the perianal skin characterized by severe and at times in- 
tractable itching, marked chronicity and extreme tendency to recurrence. 


The condition is more common in men, occasionally occurs in children and 
is uncommon in adults under 25 years of age. 


Itching is the predominant symptom and it may vary from slight transient 
itching to severe constant itching. The attacks are usually worse at night and in 
some cases the patient is unable to get to sleep or is awakened from sleep. The 
more serious cases may cause considerable ill health and some patients are 
rendered almost suicidal. 


Proctologic examination generally reveals a wrinkled-corrugated bluish 
white perianal skin for a distance of one to three inches around the anal aper- 
ture. The surface of the skin may be dry and excoriated or it may have a moist 
appearance with flat superficial ulcerations. Frequently the skin over the tip 
of the coccyx is involved and in some cases the skin over the scrotum and 
buttocks shows marked changes. 


Etiology:—There are many conditions that have been described as causing 
pruritus ani. 


1. Lack of cleanliness. 
2. Excessive perianal sweating. 


3. Abnormal anal moisture caused by local conditions such as anal ulcer, 
hemorrhoids, fistulas, abscesses, condyloma, vaginal discharge, etc. 


4. Excessive use of alcohol. 


5. Constitutional conditions such as gout, diabetes, arthritis, nephritis and 
liver disease. 


6. Food allergies. 
7. Sensitivity to certain types of clothing such as nylon, etc. 
8. Psychic influences such as worry, fright, overwork. 


9. Reflex symptoms from other organs such as the bladder, prostate, uterus, 
etc. 


10. Drugs such as morphine, belladonna, quinine, etc. 


11. Dermatological factors such as psoriasis, neurodermatitis, eczema, etc. 
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12. Parasitic causes such as pinworms, scabies and pediculosis. 


13. Mycotic causes such as tricophyton and pathogenic yeasts known as 
monilia albicans. 

I am convinced that the majority of cases of pruritus ani are caused by a 
fungus infection. 


I have obtained in almost all cases a history of maceration of the skin be- 
tween the toes and in a surprisingly high percentage of patients an admission 
that the bath towel is used for more than one or even two days. Proof of a 
mycotic infection may be obtained only by microscopic or cultural demonstra- 
tion and this is not easy because of the frequency of secondary infection. 


Treatment in most instances must be directed not only toward the perianal 
skin but to the primary cause of the infection. Patients must be warned of the 
danger of transmitting the fungus from the toes to the anus. The perianal area 
is usually moist, never exposed to the light and therefore makes an ideal cul- 
ture medium. Bath towels must be used once only and discarded after using 
on the feet. Fungicidal powders should be applied to the feet and anus. For 
the secondary infection and resultant skin damage, we have recently reported 
excellent results with cortisone ointment. 


Before leaving this subject I must mention one type of pruritus ani which 
we are seeing with increasing frequency. In 1951 we wrote that it was becoming 
more and more apparent that the oral ingestion of Aureomycin, Terramycin and 
Chloromycetin was responsible for an entirely new anorectal clinical entity. 


This syndrome is characterized by perianal itching, burning, bleeding, a 
feeling of continuous moisture and marked staining of the underclothes. The 
staining occurs despite meticulous cleansing. The syndrome usually arises one 
to two weeks after ingestion of the drug and in about 40 per cent of the cases 
follows a short period of diarrhea. The symptoms are accentuated during the 
day and after defecation and rarely is there any discomfort at night. This is in 
contradistinction to the distressing nocturnal itching of idiopathic pruritus ani. 


Proctologic examination usually reveals a perianal erythema with multiple 
excoriations at the mucocutaneous junction. Prompt relief was frequently ob- 
tained by the use of applications of fungicidal powders and the oral ingestion 
of buttermilk, Yogurt or acidophilus milk. We firmly believe that the normal 
intestinal bacterial flora is altered by the antibiotics with overgrowth of monilial 
forms in the intestinal tract. 


The most striking characteristics of this syndrome are its tendency to recur 
and its tenacity. It is conceivable that the tenacity and tendency to recur is due 
to monilial infection in the crypts of Morgagni so that even after normal in- 
testinal flora is established, a low grade monilial cryptitis may persist. 
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Anorectal abscess and fistula:—Anorectal abscess is the third most frequent 
proctologic lesion encountered. It is more common in the male and is rarely 
seen in infancy or childhood. 


It is convenient for clinical purposes to classify abscesses according to their 
origin and frequency: Perianal 50 per cent; Ischiorectal 30 per cent; Submucous 
12 per cent; Pelvirectal or Supralevator 2 per cent. 


Most abscesses of the anus and rectum are not difficult to recognize and 
once the diagnosis is made early treatment is mandatory. 


The use of antibiotics as a definitive treatment is usually contraindicated. 
If suppuration has developed antibiotics will be of no value whatever but by 
disguising the symptoms, a more widespread infection may result. Perianal or 
perirectal infections must be incised early. 


The most important concept that I wish to leave with you and one which 
is frequently overlooked is that all abscesses around the anus and rectum should 
be considered as fistulas until proven otherwise. 


Obviously para-anal cysts can become infected, furnicles can occur and 
pilonidal cysts can suppurate but the vast majority of perianal abscesses have 
their origin in the anal canal, at the level of the crypts of Morgagni. 


Benign tumors:—Benign tumors consist of adenoma, papilloma, lipoma, 
fibroma, myoma, lymphoma and angioma. 


Adenoma are common, papilloma less common and the remainder with the 
exception of the fibrous polyp are rarities. Adenoma and papilloma or villous 
tumor are of importance because of their well established tendency to undergo 
malignant degeneration. These tumors arise as epithelial outgrowths from the 
mucous membrane. 


The adenoma may be sessile or pedunculated and varies in size from a 
millet seed to a plum. The surface is usually lobulated and the color is a deeper 
red than the normal mucosa. The adenoma rarely bleeds and is usually found 
on routine sigmoidoscopic examination. Bleeding occurs when the surface be- 
comes ulcerated, particularly if the polyp is low enough to protrude through 
the anus. 


Discharge may be the result of a secretion of mucus from the surface of 
the mucosa. This is particularly true in the case of the villous tumor. 


Diarrhea is caused by the irritation produced by a large polyp. Tenesmus 
is an expression of the patients instinctive efforts to pass a foreign body through 
the anal outlet. Lower abdominal cramps can be due to spasm of the colon from 
a polyp in the rectosigmoid or sigmoid. 
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Simple sessile or pedunculated polyps are fairly common in children. Bleed- 
ing is the chief symptom but occasionally there is protrusion associated with 
the bleeding on defecation. 


All polyps should be considered possible premalignant lesions and should 
be removed. Below the rectosigmoid junction fulgurating shares can be used but 
above the peritoneal reflection caution must be exercised. Perforation may occur, 
so that it is safer to do a biopsy and then electrodessicate the tumor at weekly 
intervals if necessary. Barium enema studies should be done in every case and 
if large polyps are found they should be removed by colotomy. 


Frequent follow-up sigmoidoscopies must be done because of high inci- 
dence of recurrence. 


Discussion 


Dr. I. Snapper:—The eloquent description of the pain, due to fissura ani, by 
my friends from Manhattan could not be improved upon, and leads me to 
suspect that at least one of this father and son team, must at one time have 
suffered from this disease himself. As a matter of fact the pains are so severe 
that even antisurgically minded physicians have been obliged to submit to an 
operation for their fissure. 


Patients with large hemorrhoids certainly require an operation. There are, 
however, many patients who occasionally suffer a certain amount of discomfort 
from hemorrhoids and then go for long periods without any complaints. Such 
patients must not only avoid constipation but also must use, instead of toilet 
paper, moistened aseptic cotton. The latter measure diminishes infections in the 
hemorrhoidal area which are often the cause for recurrences. 


Patients with proctalgia fugax can sometimes be helped by other medica- 
tions than the one proposed by Dr. Granet. If such a patient exhibits a positive 
Chvostek sign, then administration of calcium combined with Vitamin D, is 
sometimes useful. This certainly holds true if hypocalcemia exists. This treat- 
ment, however, can also be used in the presence of normal calcemia. When 
under influence of calcium and Vitamin D a moderate amount of hypercalcemia 
results, the irritability of the neuromuscular junction decreases and the tendency 
to muscular cramps disappears. It is well known that this is of importance in 
the treatment of hypocalcemic tetany. It may be pointed out that a moderate 
hypercalcemia has the same favorable effect in patients who, notwithstanding a 
normal calcium content of the serum, have a tendency to muscular spasms and 
cramps. 
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THE TREATMENT OF CONSTIPATION DURING PREGNANCY: 
STUDIES ON PHENOLPHTHALEIN 


AUGUST F. DARO, M.D.° 
HARVEY A. GOLLIN, M.D.+ 
and 
ERNEST G. NORA, Jr., M.D.t 
Chicago, Ill. 


Textbooks of obstetrics'? suggest numerous measures for the relief of con- 
stipation that occurs during pregnancy. Increased drinking of water, supple- 
menting the diet with abundant fruit, fresh vegetables, cereals and other large 
residue foods have been recommended. Glycerine suppositories and enemas of 
mineral oil or olive oil have also been mentioned as aids toward establishing 
regular bowel habits. 


In most patients, however, such measures as increasing the water intake 
or increasing the bulk in the diet not only do not meet the needs of the condi- 
tion, but may also be of questionable remedial value or even safety. Thus, since 
there is a tendency in pregnancy to retention of fluid in the tissues, added water 
intake may contribute to this state. Actually, there exists no necessity to build 
up bulk in the colon, because the bulk is there, but is not being evacuated, due 
mostly to a decreased motility of the gastrointestinal tract during pregnancy, 
similar to the relaxation of the smooth musculature of the ureters. Furthermore, 
pregnant women, while frequently having a capricious appetite, will still con- 
tinue to partage of foods and fluids according to their usual preferences, and 
it may be difficult to change established habits. It is also questionable whether 
the frequent use of glycerine suppositories for maintaining regular bowel func- 
tions is ever indicated, when one considers the possible rectal irritation that 
may result from their use. Finally, it is also doubtful whether frequent use of 
enemas in these patients should be suggested if one keeps in mind the possible 
exposure to vaginal infection from such procedures. 


The usual preventive and remedial measures often fail during pregnancy 
because pressure from the gravid uterus interposes mechanical interference to 
evacuation. The barrier to normal functioning of the bowels can be adequately 
overcome only by keeping the contents of the colon soft, and by strengthening 
the peristaltic force sufficiently to meet the special condition giving rise to con- 
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stipation. From clinical experience it appears that oral laxative medication meets 
most satisfactorily the needs of the women during pregnancy. 


Many laxative substances have been proposed for this purpose, phenolph- 
thalein being one of them. Pharmacologic texts** agree that phenolphthalein is 
a mild laxative, particularly devoid of causing the usual abdominal discomforts 
often attending the use of laxatives. A further advantage of phenolphthalein is 
that the continued aperient action in gradually decreasing measure over two 
or three days makes it possible to reduce the frequency of administration in the 
average case. 


Despite the fact that oral laxatives are recommended by well known obstet- 
rical textbooks, occasional apprehension is heard from some that laxatives may 
exert an untoward effect on the pregnant woman. It is the aim of this study to 
examine the validity of such an assumption, in particular as related to phenolph- 
thalein. 


MATERIAL AND METHOD 


Pregnant women complaining of persistent constipation, who came to the 
prenatal clinic of Cook County Hospital soon after the beginning of gestation, 
were the subjects of this study. Only those were included who presented no 
history of premature labor, stillbirth, or spontaneous abortion, insofar as the 
accuracy of their statements could be ascertained. Recognition must be given 
to the possibility that some of those appearing at the clinic may have, for vari- 
ous reasons, withheld relevant information. 


The study was conducted with three groups, comprising primiparae and 
multiparae: 


a. 40 women, who received 2 grains of white phenolphthalein. 
b. 36 women, who received 1% grains of yellow phenolphthalein. 


c. 30 women, who received a capsule containing one grain of white and 
one grain of yellow phenolphthalein. 


No adjunct measures, such as increasing the usual fluid intake, regulation 
of diet, exercise, or adherence to a regular time for going to stool, were required. 


The condition of each patient was noted at weekly or bi-weekly intervals. 
At these observation periods, the following information was obtained: 


1. Effect of the laxative medication on the constipation. 
2. Effect on the course of pregnancy as evidenced by— 


a. Subjective symptoms, such as the nature of the patient’s special 
complaints, as differentiated from those usually encountered under similar cir- 
cumstances. Because of personality factors, it was not always possible to evalu- 
ate accurately the validity and intensity of these symptoms. 
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b. Objective symptoms, including 1. the condition of the pelvic organs, 
i.e. whether there was more cyanosis or swelling of the external genitalia than is 
usually noted at a particular period of pregnancy, and 2. the condition of the 
fetus, i.e. whether the heart sounds were normal, accelerated or slowed. 


c. Laboratory findings, including 1. results of urinalysis which was 
done at every visit to the clinic, and 2. results of complete blood count. 


The patients were supplied the substance to be tested, and were instructed 
to take one capsule daily. They were advised to note the action of the bowels 
and adjust the dose to their individual needs. Some of the patients required two 
capsules for a time. Others were able to reduce the frequency of administration 
to one capsule every other day. This self-regulation of dosage made it possible 
to maintain optimal laxative effect through the entire period of observation. 


RESULTS 


The study was started with 106 subjects, but four did not return to com- 
plete the period of observation. The final conclusions are based on 102 cases. 


1, Effect on Constipation:-Group A—There was relief from constipation in 
all of the 40 women receiving 2 grains of white phenolphthalein. The function- 
ing of the bowels became normal in 3 subjects of the group after using phe- 
nolphthalein for 3 to 9 weeks. Thereafter they required only an occasional dose 
of the laxative. In one instance, the use of the laxative was discontinued after 
4 weeks, and it was not necessary to resume it after that period. 


Most of those in this group obtained relief from one capsule of two grains 
of white phenolphthalein. Four had to reduce the dose to one capsule every 
other day, and two required 2 capsules daily for what they considered adequate 
evacuation. 


Group B—Constipation was relieved in all the 36 subjects, who were re- 
ceiving 1% grains of yellow phenolphthalein. None required more than one 
capsule as a dose. After the initial period of observation of 3-9 weeks, seven 
members of this group had regular bowel action, and needed no further laxative 
medication. Three others had to take the laxative only occasionally after the 
first week of treatment. 


Group C—The subjects in this group were relieved of constipation by taking 
daily one capsule containing a mixture of one grain of white and one grain of 
yellow phenolphthalein. None had to increase the dose at any time. After the 
first week of medication, 8 used the laxative only intermittently, when needed. 


The variance in response to the laxative, observed with almost every type 
of medication, was obviously due to constitutional factors as well as to the in- 
tensity of the condition that was to be remedied. 


2. Clinical Course:—The clinical course of the pregnancy in all cases fol- 
lowed closely the pattern set by the averages at this hospital. There were no 
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physiological deviations or obstetrical complications attributable to the admin- 
istration of the laxative. In some respects, the record was better than that exhib- 
ited by the comparative controls. In Group A of 40 women, 36 delivered un- 
eventfully at term. In group B of 34 women at the date of parturition, 32 
delivered normally, and of the 28 women in Group C, 25 gave birth without 
incident at term. In the three groups, totaling 102, there were 4 premature 
births (three of these women had premature deliveries at previous pregnancies ), 
3 stillbirths due to obstetrical dystocia, and one spontaneous miscarriage at the 
fourth month. Another septic abortion was induced. This compares favorably 
with the number of similar obstetrical incidents observed at this institution. 


3. Other Observations:—Pregnancy seems to evoke certain vague symp- 
toms, characteristically of psychogenic origin. The purpose may be to elicit 
sympathy or to obtain solicitous attention. Relief is usually given in such cases 
by psychosomatic approach to treatment, such as advising the patient to do or 
not to do something. Occasional mild abdominal discomfort, interpreted as 
“cramps”, and nausea are not unusual complaints. We encountered these sub- 
jective manifestations in the groups under observation, and they were promptly 
relieved by the suggestion that the patient reduce the frequency of the laxative 
medication to alternate days. The fact that this provided surcease may be ac- 
cepted as an indication that the laxative was not concerned. A substance that 
induces a by-effect one day, will naturally produce a similar reaction the next 
time it is taken. There was rarely a recurrence, once the complaint received 
advisory attention. 


There was no allergic reaction in any one of the test subjects to the pro- 
longed medication with phenolphthalein. Excessive laxation in four instances 
was promptly brought under control by adjustment of the dose to the require- 
ment of the individual. 


All of the test subjects, who complained of these insignificant symptoms, 
had an otherwise uneventful pregnancy and parturition. There was no untoward 
effect upon the blood or urine; no albuminuria or glycosuria was noted. Periodic 
pelvic and vaginal examination did not disclose any condition differing from 
that of the pregnant women who received no phenolphthalein. There was no 
undue cyanosis or congestion of the pelvic organs, and none of the subjects 
exhibited spotting at any time. 


CoMMENT 


The data yielded by this study are of interest in that they indicate that 
expectant women can safely take phenolphthalein as a laxative during the entire 
term of pregnancy, and obtain relief from constipation resulting from their 
physical condition with its attendant decreased motility of the gastrointestinal 
tract, pressure on the colon by the gravid uterus, and lessened physical activity. 
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Our observations justify the conclusion that no untoward effect due to the 
use of phenolphthalein occurs in pregnant women. After the use of various 
doses of white and yellow phenolphthalein, taken continuously or intermittently 
for weeks, no changes or unusual manifestations of any type were noted, at- 
tributable to the laxative. There were no allergic reactions. The more or less 
permanent or prolonged relief from constipation experienced by some of the 
patients may have been due to a “tonic” influence of phenolphthalein, resulting 
in increased peristaltic efficiency of the colon. Disappearance of the vague 
symptoms, such as abdominal discomfort or nausea, of which a few of the 
patients complained, occurred quite promptly by use of the medication on alter- 
nate days. A similar method was resultful in controlling excessive laxation, 
which was evidently due to the dose exceeding the individual requirement. 


There were no changes in the urine indicating pathology, and repeated 
blood counts showed no changes other than those seen in pregnant women 
generally. Similarly, the pelvic examination made at each visit to the clinic dis- 
closed no differences from those of the patients acting as controls. 


With the few exceptions noted, not exceeding the averages at this hospital, 
members of the groups under observation had normal, full-term deliveries. The 
four viable premature births represent 4 per cent of the groups under observa- 
tion in this study. In comparison, the overall incidence of prematurity at the 
Cook County Hospital is approximately 14 per cent, and the state wide occur- 
rence in Illinois is about 7 per cent during the same period. 


SUMMARY AND CONCLUSIONS 


A group of 102 pregnant women received white or yellow phenolphthalein, 
or a mixture of the two types of laxative, for various lengths of time, with good 
effect in relieving the constipation to which they were subject. There were no 
adverse results attributable to the medication. 


These observations suggest the suitability of phenolphthalein as a laxative 
during pregnancy. It may be safely administered when a laxative must be used 
in pregnancy, with only the therapeutic discernment necessary in employing 
any medication at this period. The fact that phenolphthalein is practically taste- 
less and can be taken in various palatable forms renders it especially well 
adapted for use at a time when pleasant taste demands particular consideration. 
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THE CONCURRENCE OF DUODENAL ULCER 
AND REGIONAL ENTERITIS 
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The association of duodenal ulcer with regional enteritis has been neglected 
in the literature. Crohn‘ in his masterly monograph does not mention peptic 
ulcer as one of the diseases associated with regional enteritis. From this, one 
may conclude that the association of these two diseases is a rarity. 


We reviewed 43 cases of regional enteritis, and found 10 of these compli- 
cated by duodenal ulcer. The duodenal ulcers were verified by x-ray, surgery, 
or both. The incidence of duodenal ulcer in the adult male population in this 
country is about 10 per cent'°, The incidence of duodenal ulcer in our series 
of patients with regional enteritis is about 23 per cent or more than twice the 
frequency in the general population. 


All our patients were males, since this series is from a hospital with a pre- 
dominantly male population. Their ages ranged from 22 to 60 years. Five of the 
ten patients developed evidence of a duodenal ulcer prior to the development 
of regional enteritis and five developed the ulcer subsequent to the appearance 
of enteritis. Two of the patients had surgery directed to the ulcer and subse- 
quently developed enteritis. The patients whose ulcer preceded the regional 
enteritis had diagnostic ulcer symptomatology; in those in whom the ulcer de- 
veloped after the regional enteritis was established, the ulcer symptomatology 
was obscured by the regional enteritis. 


The following case histories are of unusual interest: 


Case 1:—J. O. is a 31-year old white male who became ill in 1943 while in 
New Caledonia. At that time he began to have abdominal cramps and diarrhea 
with as many as 7 or 8 bowel movements daily. This continued for a short 
period of time and then subsided. There was, however, a recurrence of the 
above symptoms in 1949 with the addition of some blood in the stools. During 
that episode, the patient lost 30 pounds in weight and the diagnosis of regional 
enteritis was made. Involvement of the terminal ileum and colon was noted 
roentgenologically. A transverse ileosigmoidoscopy was performed. One month 
after surgery, he developed a recurrence of symptoms with cramps, diarrhea, 
and blood in the stools. At that time, he also complained of nausea and vomit- 
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ing. In 1950, he developed a severe episode of vomiting and diarrhea. An upper 
gastrointestinal series disclosed a duodenal ulcer with partial obstruction. At 
that time, a gastroenterostomy was performed. Since then, the patient has 
had several recurrences and remissions of symptomology referrable to the re- 
gional enteritis and duodenal ulcer. In July of 1953, the patient developed an 
obstruction of the small bowel from the regional enteritis. A partial resection 
of involved ileum was performed. 


Case 2:—P. K. is a 60-year old white male who underwent a gastroenteros- 
tomy in 1936 for duodenal ulcer. In 1942, he developed a gastrocolic fistula 
from a perforated marginal ulcer. In 1944 he was operated on for the purpose 
of lysis of adhesions. The patient continued to have intermittent epigastric dis- 
tress and a vagotomy was performed in 1950. Since that time the patient has 
had 3 to 8 diarrheic stools daily. In 1953, a small bowel series revealed regional 
enteritis. An upper gastrointestinal series revealed a marginal ulcer. This patient 
subsequently died and, at autopsy, the findings revealed pulmonary abscess and 
regional enteritis. The marginal ulcer could not be demonstrated. There was no 
evidence of granulomatous involvement of the stomach or jejunum. 


Case 3:—G. S. is a 24-year old white male who gave a history of epigastric 
pain and upper gastrointestinal hemorrhage in 1946. X-ray examination revealed 
a typical duodenal ulcer. The patient was treated conservatively. A gastric re- 
section, however, was performed in 1947. Subsequently, the patient began to 
complain of abdominal pain and severe diarrhea. In 1948, the patient developed 
a thrombophlebitis of the left femoral vein. The patient continued to have diar- 
rhea and lose weight. The small bowel x-ray in 1948 revealed typical changes 
of regional enteritis. The patient continued to have recurrences and remissions 
of regional enteritis during 1948 and finally developed an intestinal obstruction 
for which a partial small bowel resection was performed. Seven feet of involved 
small bowel, including the terminal ileum, was removed. The pathologic diag- 
nosis was regional enteritis. 


While regional enteritis (cicatrizing enteritis) may involve any part of the 
small or large bowel, it is still rare in the proximal jejunum*’*"*, Involvement 
of the stomach and duodenum by a granulomatous process histologically similar 
to regional enteritis has been described by Comfort and associates* and Ross". 
The duodenal involvement in our patients was confined to the duodenal bulb 
and was clinically typical of duodenal ulcer. The patients who had gastric re- 
sections in the treatment of the duodenal ulcer showed morphologic changes 
of peptic ulcer and not granulomatous changes, so that we are certain we are 
dealing with two coexistent disease entities. 


The frequency with which we found peptic ulcer in regional enteritis (23 
per cent) raises an interesting question of the psychodynamics of these two dis- 
eases. Emotional factors in the genesis of regional enteritis have not been em- 
phasized to the same extent as they have been in ulcerative colitis. We have 
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been impressed with the observation that patients suffering from regional enteri- 
tis have personality traits and emotional disturbances very similar to those seen 
in ulcerative colitis. Psychoneurotic traits? and the precipitation of recurrences 
by emotional stress has been reported by others”. 


The predominant emotional pattern in ulcerative colitis has been studied 
exhaustively. These patients show the following traits: dependency, passivity, 
inability to assert oneself, indecision, and sensitivity’"". While the peptic ulcer 
patient may also be subconsciously dependent, he over-compensates for this by 
a pursuit of success in his occupation, and frequently attains his goal. The poor 
social integration of patients with ulcerative colitis as compared with patients 
with peptic ulcer was succinctly stated by Sullivan’. 


“The observations gave an example of what might have happened in 1929 
on the fortieth floor of the Empire State Building, a floor occupied only by 
brokers and bankers who were there when the Stock Market crashed. What 
happens to that dozen individuals up there? 


“Well, one of them is Richard Whitney, and according to his personality, 
he steals from old women and children, and goes to jail, because he must con- 
tinue to try to be a ‘big shot’ and have plenty of money, and so he embezzles. 
Another one jumps out of the window because he cannot face life without 
money—and, I understand you would have to have ducked if you walked by 
there in October of 1929. A third individual turns to alcohol. 


“What happened to the broker who has the ‘Peptic ulcer’ personality? There 
isn’t a man in this room who hasn't seen that same misfortune befall patients 
with peptic ulcer. What do they do? They roll up their sleeves, go to work, and 
make another million in six months or a year, and, of course, get recurrences 
doing it, with hemorrhages or perforations. 


“What happens on the fortieth floor of the Empire State Building to the 
man who has ulcerative colitis? He would never be there!” 


Specific personality structure in psychosomatic diseases is no longer con- 
sidered valid by most observers’*. Our finding of the incidence of peptic ulcer 
in patients with regional enteritis is further evidence that emotional tensions 
are nonspecific factors in production of somatic illnesses, since the same indi- 
vidual may exhibit two somatic illnesses which supposedly are at the opposite 
poles of psychic disturbances. Halsted® and co-workers recently reported the 
occurrence of duodenal ulcer in five patients with ulcerative colitis. 


The concurrence of these two diseases presents many problems from a 
therapeutic viewpoint. The therapy of the two diseases does not always coin- 
cide. When the two diseases become established, it is not always obvious which 
of the two is causing the symptoms that plague the patient. Thus, vomiting and 
gastrointestinal bleeding may be produced by either disease, and thorough 
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clinical and roentgenologic analysis is required to ascertain the exact source of 
the symptoms. Even the characteristic pain of peptic ulcer becomes confused 
with the pain of regional enteritis and what appears to be asymptomatically, 
intractable, peptic ulcer may actually be a well controlled peptic ulcer with 
active regional enteritis. Thus, one must be especially conservative about gastric 
resection and use this radical procedure only for clear-cut complications of 
duodenal ulcer (pyloric obstruction, perforation, or massive hemorrhage). 


The frequent coexistence of these two diseases requires greater caution in 
the use of corticotropin and corticoids in the therapy of regional enteritis. While 
these hormones are of definite use in the therapy of regional enteritis, they may 
reactivate or precipitate recurrences and complications of peptic ulcer®®*'*.1, 
One must be watchful for the development of peptic ulcer or its complications 
when these hormones are used in the treatment of regional enteritis. When the 
two diseases are known to co-exist, the use of these hormones may be precluded. 


SUMMARY 


Ten instances of peptic ulcer were found among 43 male patients with 
regional enteritis or an incidence of 23 per cent. 


The frequent coexistence of these two diseases is further evidence that 
there are no specific personality disturbances in different psychosomatic diseases. 


The coexistence of these two diseases complicates and confuses the clinical 
picture. 


Therapy becomes complicated since a therapeutic approach to one disease 
may be detrimental to the other. 


Corticotropin and corticoids must be used with caution in the treatment of 
regional enteritis because of the possible coexistence of peptic ulcer. 
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REGIONAL ENTERITIS 


RESPONSE TO TREATMENT WITH CRUDE LIVER EXTRACT 


EARL G. M. KRIEG, M.D.* 
Detroit, Mich. 


Crohn, Ginzburg, and Oppenheimer® established the clinical and patholog- 
ical entities of regional ileitis in 1932, but the etiology has remained unknown. 
The treatment of choice has been the resecting or by-passing of the apparent 
pathological condition. At a meeting of the Southern Surgical Association in 
1951, Pemberton and Lahey discussed Foss’ paper* on regional ileitis. This 
group represented a combined experience in well over 600 cases. They were in 
accord that 1. the surgical approach alone was the best treatment; 2. that well 
over 20 per cent suffered recurrences that required a second operation; 3. that 
of this latter group over 11 per cent exhibited the disease a third time. In a 
small undetermined number of unsuccessfully treated patients, multiple opera- 
tions and extensive resection had precluded further treatment by operation. 
This approach has not changed'* except that the operation was deferred as 
long as possible. A review of the literature? reported a mortality rate which 
varied from 0 to 56 per cent, an average of 9 per cent. 


We are presenting 19 consecutive cases treated with intramuscular injec- 
tions of crude liver extract, which experienced relief of symptoms and no resec- 
tions or by-passes were done. Of this number, 5 cases had had resections of the 
bowel for regional ileitis prior to the use of crude liver extract and had experi- 
enced either recurrence or no relief; 7 cases were diagnosed by clinical and 
roentgen-ray studies alone and 7 cases had undergone laparotomy for a sus- 
pected emergency condition and which were closed when the true diagnosis 
became evident. In 6 cases of the latter group, prophalactic appendectomy was 
done (Table I). 


CLINICAL SYNDROMES 


Our cases exhibited the clinical symptomatology described by others*”. 
More than one-half of our cases presented a pattern of symptoms that served 
to mislead the clinician. Four such groups or syndromes were noted. 


1. The acute appendicitis syndrome:—In some instances the surgeon did 
not feel absolutely certain of the diagnosis of acute appendicitis but enough 
signs were present to advise exploration (Cases 3, 6, 7, 9, 15, 18). 


2. The pelvic tumor syndrome:—Women presented a pelvic mass on the 
right side, associated with pain and menstrual irregularities which led to ex- 


*Chairman, Surgical Section of Cottage Hospital. Senior Surgeon, St. John Hospital. 
Senior Instructor, Wayne State University Medical School. 
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TABLE I 


Age at Onset 


Operations Prior 
to Med. Treat 


Med. Treat. 


Recur. After 


Period of Observ. 


Treat. with 


Response to 
Crude Liver 


to 


Rt. ovarian 
tumor 


Appendectomy 
Biopsy Cecum 
Resection-rt. 
colon, ileum 


5 | Crude Liver 


Resection of 
right colon, 
ileum 


Post-op 
Normal 


Acute 
appendicitis 


Exploratory 
only 


Post-op 
Normal 


Chronic 
gastro- 
enteritis 


“Diffuse 
enteritis” 


Puddling 


Chronic 
gastro- 
enteritis 


Retarded 
passage 
of barium 
Local ob. 
of term. 
ileum 


Acute 
appendicitis 


Appendectomy 


Post-op 
None 


Acute 
appendicitis 


Appendectomy 


Regional 
ileitis 


Appendectomy 
Resection of 
ileum 
Resection-rt. 
colon, fistulas 


Subacute 


appendicitis 


Appendectomy 


Intestinal 
obstruction 
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4.| F 10 Hist. | 2 Prompt 
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X-ray 
5.| M| 42 10 Hist. Prompt 
yrs. | & 
| X-ray 
6.| F | 19 7 At Prompt 
yrs. | op. 
7.| M 6 At 1 Prompt 
yrs. | op. course 
8. Post-op 9 At 1 Prompt 
Normal yts. | op. course 
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9. 41 Post-op 5 At 1 Prompt 
Normal yrs. | op. course 
10.| M| 33 P| 0 | Pre- 5 X-ray | 1 Prompt 
treat. yrs. course 
“reg. 
| ileitis” | 
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TABLE I (continued) 


Period of Observ. 


Age at Onset 
Preliminary 
Diagnosis 
Operations Prior 
to Med. Treat 
Recur. After 
Med. Treat. 
X-ray Find. 
How Diag. 
Treat. with 
Crude Liver 
Response to 
Crude Liver 


Intestinal Resection, 
obstruction | rt. colon, 
Melena ileum 


Ulcerative 
colitis ileitis” 


Regional Appendectomy Regional 
ileitis | ileitis ; course 
with Injection 
fistula fistula 


Recurrent 
regional 
ileitis 


Resection 
rt. colon, 
ileum 


Regional 
ileitis 


Cont. 


Acute 


appendicitis 


Appendectomy 


Intestinal 
obstruction, 
Psycho- 
somatic 


Appendectomy 
Lysis of 


adhesions 


Puddling, 
Adynamic 
ileus 


Melena 
Enteritis 


Terminal 
ileitis, 
Adynamic 
ileus 


Acute 
appendictis 


Appendectomy 


Gastro- 
enteritis, 
Psycho- 
somatic 


Pelvic 
mass, 
Regional 
ileitis 
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ploration for ovarian tumor. One male presented a mass on rectal examination 
and a scout film that suggested appendiceal abscess until a complete gastro- 
intestinal series was done (Cases 1, 2, 19). 


3. The intestinal obstruction syndrome:—The scout film revealed small 
bowel obstruction but the clinical evidence suggested that the blockage was 
not as complete as the films would lead one to suspect (Cases 11, 16, 19). 


4, Psychosomatic syndrome:—Patients that were observed over extended 
periods and presented repeated episodes of gastrointestinal disturbances that 
were associated with no objective laboratory findings and no permanent re- 
sponse to treatment characterized this group. The attending physician con- 
cluded that the symptoms were psychosomatic in origin (until the true diag- 
nosis became apparent) (Cases 4, 16, 19). 


ROENTGEN STUDIES 


Roentgen studies were helpful in diagnosis when the Kantor string sign 
was present, a condition which represented an advanced stage of the disease. 
In the early stages and in those where the progress of the disease was spread 
over a considerable period of time, the roentgen studies may not afford a defi- 
nite diagnosis. In some there was evidence of small bowel dysfunction, indi- 
cated by local accumulations of barium and described as puddling by Golden® 


and/or a slowed passage time of the barium through the ileum. When corre- 
lated with the history, either or both of these findings led to the correct diag- 
nosis in several instances (Cases 4, 5, 11, 13, 16). Recurrences and skip areas 
may be difficult or impossible to demonstrate. 


In the follow-up roentgen studies taken a month or more after treatment 
with crude liver extract, no evidence of pathology was found in most cases even 
when the surgeon had described an advanced pathological condition at the 
operation. In cases 8 and 19, the roentgenologist described an increase in the 
changes noted in the ileum one month after therapy had begun, that did not 
correspond with the patient’s subjectively asymptomatic state; subsequent ex- 
aminations reported “no pathological findings in the gastrointestinal tract”. 


METHOD OF TREATMENT 


Medical treatment was managed by the family physician and resolved it- 
self into the following pattern after a little experience. Hospitalized patients 
were given 2 c.c. of crude liver extract intramuscularly each day; ambulatory 
patients were treated two or three times weekly until a minimum of 36 c.c. was 
administered. This “course” of treatment was effective in most cases and no 
further treatment was necessary unless recurrence appeared. A second group 
required more than the above amount and a third group required more or less 
constant therapy. In case 3, a solu-B preparation was substituted for crude liver 
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extract following discharge from the hospital and recurrence appeared during 
treatment; a full course of crude liver extract was then administered with 
prompt response. In two other cases that experienced recurrences, Biz was 
given experimentally with no response; when crude liver extract was given 
again a prompt disappearance of symptoms followed. Supplementary diets, 
antibiotics and vitamins were given to some and were not remarkable. Crohn** 
advised that antibiotics be given to control secondary invaders. 


CLINICAL PROGRESS 


Clinical progress was marked by improvement or complete disappearance 
of symptoms while the patient was still in the hospital, whether or not he had 
been subjected to appendectomy. The ambulatory patient responded in most 
instances in three to six weeks. When smaller dosage was spread over a longer 
period, the response was less prompt. 


Case 13 exhibited multiple fecal fistulas through the abdominal wall which 
healed following injections of Cornoy’s solution into the sinuses along with 
intramuscular injections of crude liver extract; both subjective and roentgen 
findings disappeared. 


Recurrences have followed therapy with crude liver extract in 26.3 per 
cent (5) of our cases; three of these cases had experienced more than one re- 
currence and were the ones which required constant or periodical care (Cases 
1, 5, 14). All have responded to additional treatment. 


APPENDECTOMY 


Appendectomy did not complicate the course of the disease in our small 
experience. Case 13 illustrated a danger when she developed sinuses through 
the abdominal wall following appendectomy elsewhere. In one other case, not 
in this series, a fistula followed simple drainage with latex rubber dam for a 
supposed appendiceal abscess. Gangrenous appendicitis has been reported® 
when regional enteritis had obstructed the base of the appendix. If appendec- 
tomy was performed we believed that the stump must be ligated by nonabsorb- 
able suture following careful crushing. 


SUMMARY 


Our experience and that of others’ has shown that regional enteritis may 
periodically resolve itself without effective medical treatment or following a 
by-pass operation, and there may be no recurrence in 35 to 50 per cent of the 
cases. Also, recurrence developed after any form of treatment (other than with 
crude liver extract) in 50 to 65 per cent’ of those cases observed for ten years 
or more. Furthermore, there was the probability that every case would not 
respond to treatment with crude liver extract as our cases have responded. 
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Certainly this should be true in the neglected cases when the fibrous changes 
in the intestinal wall had become mature and irreversible. Under these condi- 
tions our series of cases was too small to arrive at positive conclusions. 


We believed that further trial with crude liver extract and research directed 
to other medical methods were indicated by these experiences because: 


1. No operations that involved resection or by-passing were done. 


2. Relief of symptoms and the disappearance of roentgen findings occurred 
too promptly to be coincidental. 


3. Recurrent attacks have responded promptly to the same treatment and 
the recurrence rate appeared to be lower. 


4. A case complicated by fecal fistulas, a condition believed to be a defi- 
nite indication for resection, was resolved without operation. 


The quantity of the extract to be given any one case was on an empirical 
basis. 


It was our belief that regional enteritis was a deficiency state. The “cura- 
tive” agent was found in the complex crude liver substance. 


Pathological tissue diagnosis was uncertain in the early stages and in these 
instances the combined observations of pathologist and surgeon were necessary 
to arrive at an accurate diagnosis. 


Roentgen ray examinations in the early stages were of diagnostic value 
only when correlated with the clinical signs. 


In my opinion a certain number of those cases that have been diagnosed 
by the roentgenologist as showing evidence of avitaminosis were early cases of 
regional enteritis. 


The incidence of diagnosis became higher in our group when each became 
more aware of the clinical aspects of regional enteritis. In our last case even 
the resident included the diagnosis in his differential considerations. 
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PHLEBOTHROMBOTIC DISEASE OF THE RECTUM 
ASSOCIATED WITH STREPTOCOCCUS FECALIS 
AND BACILLUS COLI SEPTICEMIA 


Case REPORT 


F. VOGEL, M.D.* 
Brooklyn, N. Y. 


The patient is a 65-year old, white male. As far as could be determined, 
symptoms began as follows: 


In August 1953 he complained of “hemorrhoids” for the first time, which 
obviously meant rectal bleeding. In September 1953 he had been bleeding from 
his right nostril and, on examination at that time by a nose and throat specialist, 
hemorrhagia of the left nasal mucosa was observed and cauterized with 20 per 
cent silver nitrate. This nasal hemorrhage recurred one month later. In August 
1954 he again was troubled by what was called “hemorrhoids”, and he was 
considering their removal as advised by his physician. In September 1954 he 
was in bed with fever and chills for two weeks, which was attributed to a cold. 
In March 1955 he again complained of a sore throat of a week’s duration. He 
was examined again, and acute pharyngitis was noted and a pseudomembrane 
covering both fauces was seen. A swab and a culture were taken, and many 
white blood cells were found in addition to numerous gram-positive cocci in 
pairs and in chains, and also gram-negative rods. In culture a streptococcus and 
also Escherichia coli were isolated. 


When seen by this examiner for the first time on 6 April 1955, three weeks 
after this incident, the patient complained of rectal bleeding again which he 
had noted intermittently for the past four years. On inspection, there were ex- 
ternal skin tabs; on digital examination there was no palpable lesion and no 
blood was observed on the examining finger. It was noted that the prostate 
gland was moderately enlarged and indurated. At this time, there were still 
remnants of his pharyngeal pseudomembrane present, but no elevated tempera- 
ture was found. Feces were examined for ameba and parasites and/or ova, but 
none was found. Sigmoidoscopy revealed large internal hemorrhoids. The rectal 
mucosa was pale and seemingly atrophic; throughout the rectum there was a 
mesh of partly congested veins noted. These veins were prominent and con- 
tained thromboses at multiple points. Some of these minute thromboses were 
seen to be bleeding, or would bleed readily on contact. No major lesion was 
found. 


*From the Veterans Administration Brooklyn Regional Office and the New York Poly- 
clinic Medical School and Hospital, New York, N. Y. 
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Because of this remarkable and hitherto unseen picture and the previous 
findings of the pseudomembranous pharyngitis, a blood culture was taken at 
this time and, surprisingly enough, it was positive for streptococcus fecalis and 
E. Coli. 


A barium enema with fluoroscopy and double contrast enema was negative, 
ruling out any other sources of bleeding as far as can be determined with this 
procedure. 


There are only scant reports on related, if not similar, cases in the literature. 
The fundamental papers on this topic seem to be the original report of L. 
Jacob’, in 1909 in Germany, and a review of 65 cases in the Proceedings of the 
Mayo Clinic in 1954*, in which Jacob’s 39 cases were included. 


All authors agree that reports on septicemia or bacteremia due to E. Coli 
are surprisingly few. The majority of the limited number of cases followed 
gynecogenital or urinary tract infections; e.g., puerperal fever; pyelitis; pyelo- 
nephritis; and surgical procedures of these areas. One may well presume an 
E. Coli septicemia to emerge from the ordinary habitat of this bacillus, namely, 
the colon; yet, interestingly enough, there is only one single case in Jacob’s 
collection which followed hemorrhoidectomy and one after colectomy. Felty and 
Keefer’, in their review of 28 cases, found only two in which the intestine was 
regarded as the portal of entry; either followed acute inflammatory processes 
of the intestines. Their opinion regarding factors preceding the onset of blood 
invasion is that colon bacillus does not tend spontaneously to invade the blood 
stream from its focus of infection. This coincides with our own theory that in- 
vasion of the blood stream with coli bacilli may be secondary to a previous 
invasion with a more common bacterium. Septicemia brings about degeneration 
of the endothelial lining of the blood vessels of the rectum and colon which 
then facilitates invasion by colon bacillus. Circulating in the blood stream, colon 
bacillus may then be found also in parts of the system distant from the colon, 
as, for instance, in our case, in the pseudomembrane of the pharynx. 


This view, however, may be incorrect. The theory of infrequent occurrence 
of invasion of the blood stream by E. Coli may be faulty altogether and may 
possibly be based on inadequate observation. R. V. Gorsch"’, in a personal com- 
munication, considered that this invasion may possibly occur much more fre- 
quently than it is suspected or reported; that rectal infections and rise of tem- 
perature following anorectal or colonic surgical procedures may more frequently 
be based on this cause, and that: “Proctologists at large rarely assume a positive 
blood culture could be associated with their surgery or the anorectal infection.” 


This report adds one more case to a very limited number of reports of 
similar cases; it may also stimulate further investigation in that field. 
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THE EFFECT OF COMMON DIETARY PROTEINS 
ON GASTRIC SECRETION® 


KENT L. OSMON, M.D. 
DONALD C. BALFOUR, Jr., M.D. 
and 
GEORGE K. WHARTON, M.D., F.A.C.G. 
Los Angeles, Calif. 


Since the beginning of the modern medical era, it has been recognized that 


diet plays a significant role in the treatment of peptic ulceration. As early as 
CHICKEN, 
SOVREAW=-—-— 
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Fig. 1 


1820, Pemberton’ stated that, “Food renders the gastric fluid inert”, and shortly 
thereafter, Abercrombie”, wrote the following regarding the treatment of ulcera- 

From the Department of Medicine of the University of Southern California School of 
Medicine, and the Los Angeles County Hospital, Los Angeles, Calif. 


*This research was aided by a grant from the Prescription Products Division of The 
Borden Company. 
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tion, “The food must be in very small quantities and of the mildest quality, 
consisting chiefly of farinaceous articles or milk”. Thus, for almost one and 
one-half centuries, the chief principles in the dietary management of peptic 
ulcer, namely, bland, frequent feedings were known for their gastric buffering 
action. 


Although it is generally agreed that food acts as an antacid or neutralizing 
substance, little further thought is usually given to how it acts, and which 
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foods possess the most desirable neutralizing characteristics. Most modern 
writers** have felt that the actual acid buffering capacity of a food is dependent 
chiefly on its protein content, while fat is regarded more as an inhibitor to 
further gastric motility and secretion by way of enterogastrone and similar 
inhibitory mechanisms. 


It would seem logical, therefore, to assume that if protein foodstuffs are the 
main direct neutralizing substances in the diet, all of the various dietary pro- 
teins might be expected to possess some neutralizing or buffering activity. Very 
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little investigation, however, into the gastric secretory effects of any of the 
common dietary proteins other than milk has been undertaken. 


In this paper a controlled study of the action of various common dietary 
proteins on the normal human stomach has been studied. Six common protein 
foodstuffs, milk, eggs, chicken, fish, meat and soybean were tested in normal 
human subjects. Each of the various proteins was tested in ten or more 
individuals. 


FISH 


60 30 60 $0 fo 
TIME IN MINUTES 
Fig. lb 


METHOD oF STUDY 


Normal male medical students from 24 to 32 years of age were employed 
as test subjects after careful screening, to eliminate those with known digestive 
disorders. Unless the individual student was studied on three or more separate 
occasions, with different materials, the results were discarded to avoid sampling 
error. Seven of the 12 students included were studied for all six proteins tested. 


Alcohol, spicy foods, etc., were forbidden on the evening prior to the test. 
On the morning of the study, the fasting subjects were intubated and the con- 
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tents of the stomach were aspirated as completely as possible. The aspiration 
of all obtainable stomach contents was repeated at 15-minute intervals for one 
hour, in order to provide a control period against which the effects of the test 
protein could be evaluated. Each of the control aspirations was tested for pH, 
using Beckman Model H-2 Glass Electrode pH Meter. Following the control 
period, the test substance was injected through the stomach tube in a finely 
divided form. The test meal consisted of enough of each substance tested to 
provide 50 gm. of the characteristic protein. This amounted to 250 gm. of lean 
ground beef, 240 gm. of chicken, 8 whole eggs, 235 gm. of lean fish, 135 gm. 
of skim milk powder, and 200 gm. of soybean milk powder*. The total volume 
averaged 500-600 c.c. for each of the proteins tested. 


TABLE It 


Mean time stomach No take 
Protein No. Cases contents were more Standard until after No take 
alkaline than pH 3.0 Deviation 30 minutes ever 


Soybean ll 184.45 minutes + 12.58 minutes 


Milk 11 wae * “sitar * 


Egg 10 125.00” +1527 ” 


Fish 10 109.77 + 21.79 


Chicken 10 105.60 + 15.85 


Meat 10 66.56 + 16,08 


t“No take” groups indicate that the pH did not become more alkaline than pH 3.0 until: 
1. After 30 minutes. 
2. At no time became more alkaline than pH 3.0. 


Following administration of the test meal, 5 c.c. samples of the gastric 
contents were obtained at 30-minute intervals for 44-5 hours. The samples 
obtained were tested for pH, using the previously described instrument. 


It was felt that a test protein could be said to exert significant buffering 
or neutralizing action only during that period of time in which the gastric con- 
tents were more alkaline than pH 3.0. By plotting the pH values obtained before 
and after administration of the test meal against time, any neutralizing or 
buffering capacity of the test substance could be determined. Therefore, the 
time in minutes during which the gastric contents were more alkaline than pH 
3.0 was determined on every test subject for each of the proteins used. For 


*Mullsoy—provided through the courtesy of The Borden Company. 
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determining the time when pH became more acid than pH 3.0 the method of 
least squares was used. 


RESULTS 


Results are shown in Table I and graphically in Figures 1, la and 1b. The 
figures used in the illustration have the comparison scale of clinical units of 
free acidity and pH given in Ivy, Grossman and Bachrach’, “Peptic Ulcers”, 
Blakiston Company, Philadelphia, 1950. 


TABLE II 


TABLE oF “P” VALUES 
CoMPARISON OF EACH PROTEIN WITH OTHER PROTEINS 


Protein Soybean Milk Egg Fish Chicken 


less less less 
Soybean than than than 
0.01 0.01 0.001 


less 
Milk than 0.60 0.70 0.20 
0.05 


less 
Egg than 
0.01 


less 
Fish than 
0.01 


less 
Chicken than 0.20 0.40 
0.001 


less less less 
than than than 
0.001 0.01 0.03 | 


The probability values comparing each of the proteins used were deter- 
mined by standard statistical methods. These probability values indicate the 
likelihood that the data observed could have been obtained by chance alone, 
and that the differences are, or are not significant. In biological work, a “P” 
value of 0.05 or less is significant. 


Since the mean values for milk and eggs are very close together as are the 
values for fish and chicken, each of these groups were combined. The resulting 
combined groups were compared to each other and to the soybean group. 


Meat 
ess 
than 
0.001 
| less 
| than 
| 0.01 
| less 
0.60 0.60 0.40 | than 
0.03 
Meat 
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TABLE III 


CoMBINED GROUPS 
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Number “No Takes” 
Mean | Variance of| Standard Until After Number “No Takes” 
the Mean |Deviation 30 Minutes Ever 
Milk and Eggs 131.3 131.75 - - 
Fish and Chicken! 107.68 171.15 6 2 
Soybean 184.45 159.35 +12.58 
Milk and Egg Fish and Chicken Soybean 
less 
Milk and Eggs -_ 0.20 than 
0.01 
less 
Soybean than 0.001 = 
0.01 


Here again, the larger number of cases only confirms the work shown for 
each of the proteins separately. 


TABLE IV 
TABLE OF “P” VALUES FOR THE “No Take” Group aT 30 MINUTES 
Meat Fish Chicken Meat + Fish + Chicken 

Soybean 0.036 0.012 0.09 0.01 
Milk 0.036 0.012 0.09 0.01 
Egg 0.043 0.016 0.11 0.015 
Soybean 
Milk 0.00003 
Egg 

CoMMENT 


It has been shown that the commonly used protein food substances have 
some gastric buffering or neutralizing capacity in the stomach of a normal 
human subject. These protein substances differed markedly, however, with 
respect to the effectiveness and duration of the buffering which they produced. 
Of these, the soybean preparation, used here, was shown to be the most effec- 
tive in controlling stomach acidity. The clinical value of the soybean would be 
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further aided by testing its palatability, patients acceptance, and to allergenic 
factors. It is hoped that this basic data on the buffering action of common pro- 
tein food substances may furnish some stimulus for reevaluation of the role of 
the diet in disorders of the human upper gastrointestinal tract. 


SUMMARY 


Six common protein foodstuffs, i.e., milk, eggs, chicken, meat and soybean 
were tested by administration to the fasting subject. Aspiration of samples of 
the stomach content was performed every 15 minutes after the ingestion of 
test food. It was found that soybean preparation had the most effective buffering 
action on gastric acids. 
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IMPROVED THERAPY FOR PEPTIC ULCERS 


IRVING H. KUPERSMITH, M.D. 
Brooklyn, N. Y. 


Statistical analysis of clinical results reported on a new medical treatment 
of peptic ulcers recently introduced from Holland shows immediate relief of 
pain without analgesics or sedatives in 92 per cent of cases and roentgenologi- 
cal healing of the ulcer in 81 per cent. Other benefits included weight gains in 


93 per cent of cases, averaging 7.9 Ibs., and disappearance of occult blood from 
the stools. 


The medication investigated is known as Roter tablets in Europe and as 
Romach tablets in the United States. The composition is as follows: 


Bismuth subnitrate 350 mg. 
(specially processed for fine trituration and 
minute particulation ) 
Magnesium Carbonate 400 mg. 
Sodium Bicarbonate 200 mg. 
Frangula 25 mg. 
Calamus 25 mg. 


The dosage employed in the treatment of gastric or duodenal ulcer was 2 
tablets, taken three times a day with tepid water immediately after meals. As 
will be noted in Table I, this therapy is applicable to ambulatory patients. 


RATIONALE 


In a long-term follow-up study (20-year period) of the results of medical 
treatment of peptic ulcer at the Presbyterian Hospital in New York, Flood! 
in 1955 found that “the immediate results of medical therapy for uncompli- 
cated gastric or duodenal ulcer are satisfactory”, but that the recurrence rate 
is high. 

The treatment of gastric and duodenal ulcer with a combination of 
antacids is well recognized. In a discussion of the therapy of peptic ulcer, 
Winkelstein and Schweiger in 1956 said: “It is generally agreed that the 
immediate cause of ulceration is peptic, i., the effect of free hydrochloric 
acid and pepsin on a susceptible mucosa. As a result of this concept, most 
ulcer therapies attack the ‘acid’ or ‘peptic’ factor. . . . Modern peptic ulcer 
therapy depends largely on the neutralization of the gastric acid secretions.” 


The combination of sodium bicarbonate, an antacid of prompt but brief 
action (Grollman*), with magnesium carbonate, an antacid of slower but more 
prolonged action with considerable combining power for acid (Bastedo*), is 
an application of the advantages of synergistic drug combination described 
by Goodman and Gilman’: 
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“It is sometimes advantageous to prescribe two synergistic drugs rather 
than a single agent. By this procedure, inasmuch as only a portion of the 
therapeutic dose of each is employed, it may be possible to obtain a greater 
margin of safety if the toxic effects of the individual components are exerted 
on different physiological systems or by a mechanism differing from that of 
the therapeutic action. Another advantage of drug combinations is that drugs 
which produce the same end result may have entirely different mechanisms 
of action and in this way combine very effectively. Also two drugs having the 
same therapeutic effect may differ with respect to the rapidity of onset and 
duration of action. For example, if one drug has a rapid onset but short dura- 
tion of action and another has a slow onset and prolonged duration of action, 
their synergistic action will be characterized by a rapid onset and long 
duration.” 


The minutely particulated and finely triturated bismuth subnitrate forms 
a protective coating over the mucous membrane of the gastrointestinal tract 
and is useful in gastric ulcer (Sollmann*). When mixed with gastric juice, it 
forms a very fine colloidal suspension. This ingredient of Romach (Roter) tab- 
lets has uniquely superior properties as compared with bismuth subnitrate N. F., 
as will be described in the following section of this article. 


The very small amounts of frangula and calamus in the formula are not 


laxative but merely intended to offset the constipating effects of the bismuth. 


Roe oF BisMUTH SUBNITRATE 


The bismuth salts are widely prescribed in the treatment of gastric and 
duodenal ulcer. Goodman and Gilman’ write: 


“Several basic salts of bismuth are employed in the treatment of peptic 
ulcer. Those most commonly prescribed are bismuth subcarbonate, bismuth 
subnitrate, and bismuth subgallate. These salts are not gastric antacids in the 
chemical sense for they are incapable of neutralizing hydrochloric acid at the 
pH encountered in the stomach. Rather, they act as protectives and demulcents 
and in this manner may appreciably diminish the rate of secretion of acid.” 


In a controlled experiment using artificially induced ulcers in guinea pigs 
and rats, Roi® in 1954 demonstrated: 


1. As shown by histological sections, bismuth subnitrate (Roter process) 
becomes closely adherent to the damaged tissues. 


2. As compared with the controls, bismuth subnitrate (Roter process) en- 
courages epithelization and healing of the ulcer. 


La Barre et al® in 1956 compared results with a special minutely partic- 
ulated (finely triturated) preparation of bismuth subnitrate (Roter process) 
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and the standard pharmaceutical product. Due to its fine trituration, the 
special bismuth subnitrate showed the following advantages: 


1. Undoubted protection against the Shay" artificially induced ulcer in 
rats. 


2. Closer adherence to the stomach wall, with a greater residue of pro- 
tective bismuth in the ulcer walls. The latter contained four times as much 
bismuth when the finely triturated (Roter process) drug was used as com- 
pared with ordinary bismuth subnitrate N. F. 


TABLE I 


Peptic Utcer Cases TREATED witH Romacu (ROTER) 


Subject No. 


Total cases 


Gastric ulcer 


Duodenal ulcer 
Multiple ulcers 
Age 20-54 
Males 

Females 

Bed patients 


Ambulatory 


Hyperacidity*® (over 60) 


Hyperchlorhydria® (over 40) 


Average duration 
(before treatment) 12 yrs. 


*Gastric analyses reported in 54 cases. 


3. Greater reduction of gastric hyperacidity. 


These special advantages help to explain the highly favorable clinical 
results obtained by many investigators in the treatment of gastric and duodenal 
ulcer. 


CuinicaL INVESTIGATIONS OF RoMacH (ROTER) 


Romach (Roter) is widely used by European physicians in the treatment 
of peptic ulcers. A number of important articles have been published in 
England, Holland, West Germany, Switzerland and Italy. 


| 
Percentage 
— 
— 
120 77 
— es 
29 54 
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An analysis of published reports by Hamilton’, Vossen-Gronen™"*, Otto", 


and Wyss’ provides a statistical basis from which important conclusions may 
be drawn. 


Sufficient clinical data to permit statistical analysis were provided in 155 
cases. A summary of these data is presented in Table I. 


Although the symptoms were severe in most cases, the relief afforded by 
the medication was so prompt and effective that ambulatory treatment was 
possible. The long duration of the symptoms before treatment was instituted 
is an indication of the severity of the disease in this series. 


The most impressive result of treatment was immediate relief of pain in 
92 per cent of cases, as shown in Table II. In 35 cases reported by Vossen- 
Gronen™, there was complete freedom from pain after one to three days in 19 
cases (54 per cent), after four days in 5 cases (14 per cent), after five days in 
4 cases (11 per cent), and after six or more days in 7 cases (20 per cent). 


TABLE II 
CurmicaL REsvuLts 
After 3-6 Weeks’ Treatment with Romach (Roter) 


Subject Cases studied Benefit Percentage 
Immediate pain relief 155 142 92 
Weight gain 41 38 93 
Occult blood cleared 6 6 100 


Average weight gain, 7.9 lbs. 


In Hamilton’s'' study of 98 cases of peptic ulcer treated with Romach 
(Roter) tablets, “there was a satisfactory response in 90 per cent of cases”. 
Analysis of his results shows that 81 per cent of the cases became symptom- 
free, 70 per cent of them during the first week and 30 per cent during the 
second week. A further 9 per cent were relieved of the majority of their 


symptoms. 
Weight gains followed the same course as the disappearance of pain. 


This was because the patients were enabled to eat a nourishing diet while 
taking the medication, without fear of postprandial suffering. 


Disappearance of occult blood from the stools in all cases, as determined 
by the benzidine test, was a further indication of healing of the ulcer. 


In order to consider the possibility of acid rebound, which occurs when 
sodium bicarbonate is administered alone, intragastric pH determinations were 
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made of the gastric juice at intervals of 20 minutes over a period of two hours 
after swallowing the electrode. There was no acid rebound with therapeutic 
doses of Romach (Roter) tablets or double the same. 


As shown in Table III, the clinical improvement was the direct result in 
most cases of actual healing of the ulcer. In a period of three to six weeks, 
81 per cent of the ulcers showed roentgenological healing and 17 per cent more 
roentgenological improvement, leaving a failure rate of only 2 per cent. 


Case Histories 


Case 1'*:—E. S., a widow, aged 51, had suffered since 1916 from periodic 
attacks of abdominal pain for which she had been treated with various drugs. 
Recently her complaints had become particularly troublesome. After meals she 
always experienced a feeling of heaviness and suffered from heartburn and 
eructations. Constipation alternated with diarrhea. 


TABLE III 
ROENTGENOLOGICAL PROGRESS 


After 3-6 Weeks’ Treatment with Romach (Roter) in 42 Cases 


Subject No. cases Percentage 


Total cases 
Ulcer healed 34 81 


Improvement 7 17 


No change 1 2 


The patient was poorly nourished. Pressure during palpation elicited a 
diffuse pain in the upper part of the abdomen. 


Chemical analysis of the gastric juice gave a value of 73 free hydrochloric 
acid (calculated"® as c.c. of N/10 NaOH required to neutralize 100 c.c. of gastric 
contents) and a total acidity of 89. The benzidine test was positive for occult 
blood in the stools. 


The roentgenogram showed a duodenal ulcer and adhesions in the region 
of the bulbus. 


Two Romach (Roter) tablets were given three times a day and the 
patient was put to bed on an ulcer diet. After ten days the patient's subjective 
condition had improved markedly and she was able to take a full diet without 
any ill effects. 


No ulcer was visible on x-ray examination after a period of four weeks. 
The benzidine test for occult blood was negative. 
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Case 2":—K. H. F., a physician, aged 32, was an ambulatory case. He had 
suffered previously from intermittent heartburn and became acutely ill with 
vomiting, spastic pain in the upper abdomen, and distaste for all kinds of food. 


He was well nourished. The gastric juice showed hyperacidity. The roent- 
genogram demonstrated a fresh duodenal ulcer. 


After eight days of medication with Romach (Roter) tablets he was able 
to resume his duties in the wards free from all symptoms. He ate a full diet 
without being troubled by a feeling of pressure or other signs of intolerance. 


On x-ray examination of the duodenum there was no longer any sign of 
pathological changes. 


Case 3'*:—F., a man, aged 48, suffered since 1947 from periodical stomach 
complaints with more or less slight bleeding. 


The total acidity of the gastric juice was 90 (calculated"* as c.c. of N/10 
NaOH required to neutralize 100 c.c. of gastric contents), free hydrochloric 
acid 70. 


The roentgenogram revealed a typical duodenal ulcer with bulb deformity 
and a notable narrowing of the bulb, as well as concomitant gastritis. 


Three weeks of treatment with Romach (Roter) produced freedom from 
complaints and x-rays gave no further evidence of an ulcer, while the gasiritis 
was considerably reduced. The patient gained 6.6 Ibs. 


SUMMARY 


In a series of 155 cases of peptic ulcer treated with Romach (Roter) tablets 
for three to six weeks, there was immediate relief of pain in 92 per cent of 
cases and roentgenological healing of the ulcer in 81 per cent. The average 
weight gain was 7.9 lbs. and occult blood disappeared from the stools in all 
of the 6 cases in which it was found. 


The benefit provided by the medication is attributed to the minute par- 
ticulation of the bismuth subnitrate, produced by a special process of tritura- 
tion, in association with a synergistic antacid combination. 


The special features of this medication are immediate and prolonged re- 
lief of pain, correction of gastric hyperacidity, absence of side reactions, effec- 
tiveness for ambulatory patients, and early healing of the ulcer in most cases. 


There was no acid rebound in therapeutic dosage and no adverse effects 
were reported. 
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A PRELIMINARY EVALUATION OF A NEW LONG-ACTING 
ANTICHOLINERGIC IN PEPTIC ULCER 
AND OTHER DIGESTIVE DISEASES 


C. ROWELL HOFFMANN, M.D. 


Cincinnati, Ohio 


In the search for new anticholinergic agents, a large group of quaternary 
amines, the phenylpropylamines, has been investigated'*. A derivative of this 
group of compounds, isopropamide iodide*, was found to possess extremely 
effective anticholinergic properties® and to be naturally longer acting than 
atropine and seven currently used anticholinergics’. Subsequent pharmacologi- 
cal testing of isopropamide iodide has shown that its antisecretory and anti- 
spasmodic effects last for approximately 12 hours after oral administration**. 
Because of its long duration of action, a clinical evaluation of isopropamide 
iodide was undertaken in which it was administered every 12 hours. The fol- 
lowing is a preliminary report on the value of isopropamide iodide in the treat- 
ment of patients with peptic ulcer and other diseases of the upper digestive tract. 


MATERIAL AND METHOD 


Seventy-four patients ranging in age from 16 to 81 years were treated with 
isopropamide iodide; 43 were women and 31 were men. All of the patients had 
been referred for treatment by their family physician because of gastrointestinal 
complaints which had persisted despite previous general medical management 
or because of complications. 


At the initial visit, medical histories were obtained from each patient; 
physical examinations were also conducted. Patients were then placed on a 
temporary regimen of dietary regulation and isopropamide iodide until radio- 
graphic and laboratory work-ups could be obtained. A small number of patients’ 
received antacids in addition to isopropamide iodide and dietary regulation; 
medication for conditions unrelated to gastrointestinal complaints was likewise 
prescribed. Diets used in this evaluation and the general method of managing 
patients with upper digestive diseases have been described previously’. 


Radiographic examination and other laboratory studies, the latter always 
included a two-hour fractional gastric analysis, were conducted approximately 
14 days after patients had been placed on therapy. Patients fasted from mid- 
night of the previous night before undergoing gastric analyses. Fasting samples 
of gastric contents were obtained on all patients prior to administering a 
standard Ewald test meal. 


* (3-carbamoyl-3,3-diphenylpropy] ) a ylmethyl ammonium iodide, “Darbid”, trade- 


mark of Smith, Kline & French Laboratories, Philadelphia, Pa. 
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The diagnoses, and number of patients with each, were: duodenal ulcer, 
36; gastric ulcer, 10; gastroduodenitis, 9; gastritis, 9; chronic recurrent pan- 
creatitis, 6; and esophageal hiatus hernia, 4. 


Several doses and dose regimens of isopropamide iodide were used during 
the evaluation to determine patients’ reactions to the drug. Sixty-nine patients 
took the drug once every 12 hours (b.i.d.); 59 took 10 mg., 8 took 5.0 mg., and 
2 took 7.5 mg. Two patients received 20 mg. of the drug once a day in a sus- 
tained release capsule*. Three patients were started on lower doses of the 
drug because of a concurrent diagnosis of prostatic hypertrophy. Two of these 
patients received 2.5 mg. four times a day and one received 5.0 mg. three times 


TABLE I 


No. of Results of Therapy 


Diagnosis Patients Good | Fair | Poor 


Duodenal ulcer 36 31 


4 
Gastric ulcer 10 8 3 
0 


Gastroduodenitis 9 9 


Gastritis 2 


Chronic recurrent 
pancreatitis 1 


Esophageal hiatus hernia 1 


Totals 62 (84%) 10 (14%) 2 (2%) 


a day. All three patients tolerated the drug and were subsequently placed on 
10 mg. twice a day without the occurrence of urinary complications. 


The clinical evaluation of isopropamide iodide covered nine months. Dur- 
ing this time, patients received the drug for periods of one to nine months; 
the average duration of therapy was 5.1 months. A second report (including 
radiographic and other laboratory findings) on the value of isopropamide iodide 
in treating this group of patients is anticipated when adequate time has elapsed 
to eliminate the possibility of early recurrences. 


RESULTS 


Results of therapy were judged on the basis of symptomatic improvement, 
disappearance of objective abdominal abnormalities (tenderness, etc.), and the 


*“Spansule” trademark Smith, Kline & French Laboratories, Philadelphia, Pa. 
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ability of patients to progress, step-wise, toward a normal dietary pattern. A 
“Good” response was indicated when all symptoms and objective abnormalities 
disappeared and the patient had made major advances toward a normal diet. 
When patients obtained less than complete relief of symptoms, continued to 
have transient objective abdominal abnormalities, or were slower than usual in 
advancing toward a normal diet, the results were considered “Fair”. All other 
responses were considered “Poor”. 


Results of therapy are shown in Table I. Of the 74 patients who received 
isopropamide iodide, results were good in 62 (84 per cent), fair in 10 (14 per 
cent), and poor in 2 (2 per cent). Seven of the 10 patients with fair results 
had only a partial remission of symptoms; the remaining 3 patients became 
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Fig. 1—-A—Typical curve plotted from results of two-hour fractional gastric analyses of 
untreated duodenal ulcer patients taken from Bockus'!. 
B—Gastric acid curve plotted from average free acid values of 14 duodenal ulcer 
patients treated with 10 mg. oral dose of isopropamide iodide. Measurements of free 
acidity were made 10-12 hours (average) after the administration of the drug. 


asymptomatic, but an increase in the size of meals or the addition of foods 
usually tolerated by similar patients elicited a return of symptoms. None of the 
patients, many of whom were unusually difficult cases, required surgery during 
this evaluation. 


With adequate dietary management, isopropamide iodide was an ex- 
tremely effective adjunct in relieving digestive symptoms, many of which were 
of long standing. With only a few exceptions, patients were usually symptom- 
free within 24 to 48 hours after beginning treatment. Isopropamide iodide 
proved effective in relieving night pain associated with peptic ulcer symptoms. 
Moreover, its prolonged effects permitted patients with night pain to obtain 
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more sleep and rest and thereby contributed greatly to their over-all 
management. 


When patients became asymptomatic and had progressed to an almost 
normal diet, isopropamide iodide was reduced to one daily dose and finally 
was discontinued. At the time of this report, 12 patients were no longer taking 
isopropamide iodide and eight patients were taking the drug only once a day. 
In an additional five patients, the dose had been reduced from 10 mg. to 5.0 
mg. every 12 hours. None of the patients who discontinued the drug or who 
were placed on a smaller dose reported a recurrence of symptoms which, 
clinically suggests that organic lesions of the gastrointestinal tract had healed. 


The results of gastric analyses performed on 14 patients with duodenal 
ulcer who had received 10 mg. of isopropamide iodide every 12 hours for 
periods up to 21 days are shown in Figure 1. On the average, 10 hours had 
elapsed between the last dose of drug and the first measurement of gastric 
acidity. The low free acid values generally obtained in these patients indicate 
that the antisecretory effect of the drug is still present 10-12 hours after the 
last dose. Measurements of free acid made in several patients during the fourth 
and fifth and sixth and seventh hours after the last dose of isopropamide 
showed maximum free acid values of only 15 clinical units. A gastric acid 
curve plotted from the average free acid values of isopropamide iodide-treated 
patients is shown in Figure 1; a typical gastric acid curve for untreated duode- 
nal ulcer patients is also shown for reference. 


No unusual side-effects associated with anticholinergic therapy were re- 
ported during the present evaluation. There was a noticeable decrease in the 
incidence and severity of usual side-effects; an almost complete absence of 
cycloplegia and xerostomia was particularly outstanding. None of the 7 patients 
who reported side-effects discontinued the drug. Four patients reported urinary 
hesitancy, two reported cycloplegia, and one xerostomia. Urinary hesitancy 
was eliminated in three of the four patients merely by increasing their fluid 
intake. In the remaining patient it was necessary to reduce the dose of iso- 
propamide from 10 mg. q12h to 7.5 mg. q12h to bring about the disappearance 
of urinary symptoms. Both patients who reported cycloplegia had severe 
astigmatism. 

Because of the severity of gastrointestinal disease of patients included in 
this evaluation, it is difficult to arrive at a definite conclusion regarding the 
most appropriate dose of isopropamide iodide for all patients. In the presence 
of severe symptoms, where rapid relief is desired, 10 mg. (b.id.) of the drug 
proved extremely effective. The use of 5.0 mg. was effective in patients with 
less severe symptoms or in patients who had become asymptomatic and were 
being maintained on the drug. Regardless of the dose employed, administration 
of isopropamide iodide every 12 hours (b.i.d.) produced adequate control in 
most of the patients. 
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COMMENT 


As pointed out by Texter’’, the pharmacologic effects of quaternary amines, 
namely decrease in motility and reduction of acidity, should bring about ideal 
conditions for healing an ulcer. It should, however, be emphasized that other 
measures—diet, supplementary milk feedings, and antacids—that put the gastro- 
intestinal tract at motor and secretory rest should not be overlooked. To use 
anticholinergic drugs alone not only decreases their effectiveness but delays 
the patients’ recovery and often leads to an unfavorable prognosis. 


The clinical results obtained in this evaluation demonstrate the efficacy of 
a new, naturally long-acting quaternary amine, isopropamide iodide, in manag- 
ing patients with diseases of the upper digestive tract. Its effectiveness in 
completely relieving symptoms within 24 to 48 hours after the first dose has 
been outstanding. Moreover, since it reduces gastric secretion and controls 
hypermotility for approximately 12 hours with a single dose, isopropamide 
iodide offers the patient the convenience of twice a day dosage. 


SUMMARY 


1. Isopropamide iodide was used in conjunction with dietary management 
in the treatment of 74 patients with a variety of gastrointestinal diseases. The 
drug was evaluated clinically for nine months; the average period of isopropa- 
mide iodide therapy was 5.1 months. 


2. Results were good in 62 (84 per cent), fair in 10 (14 per cent) and 
poor in 2 (2 per cent). Side-effects reported during the evaluation of isopropa- 
mide iodide were minimal. The clinical remission of symptoms and objective 
abdominal abnormalities occurred rapidly. Recourse to surgery was unnecessary 
in any of the patients receiving the drug. The hypothesis that adequate anti- 
cholinergic control could be obtained with only two daily doses of isopropamide 
iodide was confirmed. 


3. In patients with duodenal ulcer, results of two-hour gastric analyses 
revealed that an antisecretory effect is still present 12 (average) hours after the 
last dose of isopropamide iodide. 
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THE USE OF CORTICOTROPIN-ZINC HYDROXIDE 
IN THE TREATMENT OF ULCERATIVE COLITIS 
AND OTHER COLONIC DISORDERS* 


JACOB A. RIESE, M.D., F.A.C.G.+ 
West New York, N. J. 


Well known to the gastroenterologist are those intestinal diseases which 
are associated with, or characterized by the occurrence of ulcerative lesions in 
the colon, i.e., bacillary and amebic dysentery and tuberculous enterocolitis. 
There remains a large group of cases with a characteristic type of diffuse ulcera- 
tive inflammation of the colon which cannot be ascribed, as yet, to a known 
single or even specific multiple etiologic factors. Thus the use of the term “non- 
specific” or “idiopathic” ulcerative colitis to describe this clinical and pathologi- 
cal entity. Ulcerative colitis has been increasingly claiming the attention of in- 
vestigators. When judged by the rapidly rising number of reports appearing in 
the literature, and from observations made in practice, the disease appears to be 
increasing in frequency. As in many other diseases, however, it is difficult to 
determine whether the incidence of ulcerative colitis is actually rising or whether 
its seemingly increasing prevalence is the result of its being recognized more 
frequently through improved diagnostic procedures. The long list of therapeutic 
agents which have been recommended in the past, only to be discarded later, 
is incontestable evidence of the inadequacy and lack of specificity of any of 
the remedies which have been employed. 


As defined by Monaghan’, ulcerative colitis is a clinical syndrome ushered 
in with a suppurative, ulcerative inflammation of the colonic mucosa, with or 
without a recognizable initial specific bowel infection, but associated with a 
bacterial or toxic invasion of the bowel wall, conditioned by varying immuno- 
logic, allergic, nutritional and nervous phenomena. Successful management of 
the disease is dependent upon a knowledge of the clinical course. Conventional 
medical therapy will usually control mild forms of the disease; it is usually of 
little value in the severe or fulminating forms. In recent years, corticotropin 
(ACTH) has been shown to be helpful in the treatment of ulcerative colitis. 
In some patients, administration ot corticotropin has resulted in marked modi- 
fication of the course of the disease, with a fall in temperature, decrease in the 
diarrhea, increased intake of food, and improved sense of well-being*. Discon- 
tinuance of corticotropin therapy may or may not be followed by recurrence 
of the symptoms and exacerbation of the disease. Authorities are in agreement 
that surgery should not be undertaken until all other efforts have proved futile 


*From the Department of Gastroenterology, Jersey City Medical Center, Jersey City, 
N. J., L. L. Perkel, M.D., F.A.C.G., Director. 

tSenior Attending Gastroenterologist, Gastrointestinal Clinic, Jersey City Medical Cen- 
ter; Senior Attending Gastroenterologist, North Hudson Hospital, Weehawken, N. J. 
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and should be reserved for the complications, such as free perforation, hemor- 
rhage, carcinoma, obstructing stricture, and intractability’. 


PATHOLOGY 


The pathologic picture in ulcerative colitis is one of nonspecific inflamma- 
tion, the degree depending on the frequency, duration, and severity of the 
attacks. In its earliest stages, it is characterized by a friability of the rectal 
mucosa as seen proctoscopically, with hyperemia and minute superficial bleed- 
ing points. The colon is usually involved either partially or completely. Often 
the rectosigmoid and terminal ileum are involved. As the disease advances, the 
mucosa becomes glistening, edematous, and thickened. Ulcers may not be 
visible because of the edematous state of the mucosa. Subsequently, ulcers may 
become prominent. In some areas, the mucosa is covered with an adherent 
inflammatory exudate. The colon often appears to be almsot completely denuded 
of mucosa, with only occasional islands being left. Polypoid hyperplasia occurs 
in some areas. The submucosa and muscular layers are edematous early but 
subsequently undergo fibrosis. Contraction of the fibrous tissue produces 
marked narrowing of the lumen. In the acute fulminating types, the mucosa may 
be so extensively denuded that the wall is very susceptible to perforation. The 
degree of cellular reaction evident histologically in the wall of the bowel is 
variable, often being surprisingly little and consisting chiefly of round and 
plasma cells with moderate numbers of leucocytes**. 


ETIOLOGY 


As stated, ulcerative colitis remains a disease of unknown etiology and 
poorly understood pathogenesis. Both sexes and all age groups are subject to it. 
The greatest frequency apparently occurs in the second, third, and fourth 
decades. It may be said that the disease is relatively rare in general practice. 
There exists two general theories regarding etiology, infection and emotion. 
Most patients manifest the systemic characteristics of a severe intestinal infec- 
tion. Further, pathologically and clinically, the disease is indistinguishable from 
chronic bacillary dysentery, except by positive bacteriologic evidence. There- 
fore, much of the investigative efforts in this field has been directed towards 
the isolation of a specific organism which could be deemed to be the specific 
causative factor. To date, however, none of the organisms thus isolated have 
been accepted as the causative agent or proved capable of producing the disease 
with any regularity in the experimental animal‘. It is known that the lysozyme 
content of the stools is increased in nonspecific ulcerative colitis, but the 
etiologic importance of this remains to be assessed. Viruses, allergy, nutritional 
deficiency and lack of specific intestinal factors have been implicated but not 
proven etiologic’. 


Many believe ulcerative colitis to be a psychosomatic disorder. There is 
apparently a direct relationship between emotional disturbances and the occur- 


454 THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


rence of the disease. Likewise, emotional upsets often trigger exacerbations and 
recurrences of the disease. The personality characteristics of the ulcerative 
colitis patient are those common in patients with diseases of the gastrointestinal 
tract—high-strung, exacting, meticulous, emotionally unstable and immature, 
overly sensitive, fearful and frustrated individuals. There is a relationship be- 
tween stress-producing factors and diarrhea. Functional colonic disorders, how- 
ever, rarely become organic disorders, and conversely, organic colonic disorders 
often develop in patients with no previous history of disturbances of the gastro- 
intestinal tract*. It has been stated* that success in the management of the 
disease is directly proportional to the ability of the physician to discover and 
handle the motivating emotional factors. 


SYMPTOMATOLOGY 


Symptoms of ulcerative colitis depend on the site, extent and severity of 
intestinal involvement. The onset may be gru:lual or sudden. The most benign 
type of the disease is that in which the inflammatory process is mild and limited 
to the rectum or rectosigmoid. In these cases, the first bowel abnormality is the 
presence of blood and mucus in the stool. The stools are usually well formed, 
often being hard and dry. Subsequently, stools become softer, occur with 
greater frequency and urgency, and finally become liquid. When diarrhea is 
present, a more extensive involvement of the colon is indicated. The number of 
stools per day increases markedly, with rectal incontinence. When onset is sud- 
den, loose watery stools containing blood, gas and mucus are numerous. In 
acute fulminating type, liquid discharge consisting of gas, blood, pus, mucus, 
and serous exudate may almost be continuous. Abdominal pain, usually colicky 
or crampy in character, is present in all but the very mild cases. This pain is 
most often confined to the lower left abdominal quadrant or hypogastrium, but 
it may be generalized. A characteristic of the pain is that it precedes and is 
relieved by defecation. Tenesmus and rectal soreness often prove extremely 
annoying to the patient. Fever and tachycardia are usually present in the more 
severe cases, accompanied by loss of appetite, pallor, dehydration and stigmas 
of vitamin deficiency. Hypochromic microcytic anemia may be present, depend- 
ing upon the amount of blood loss and degree of iron and nutritional deficiency. 
Often the mild cases recover completely. More frequently they recover and 
then relapse. 


Among the severe complications which have been reported‘ are severe 
anemia, perianal abcess, perforation of the colon with local abcess formation or 
generalized peritonitis, stricture formation, polyposis of the bowel, and in about 
4 per cent of cases carcinomatous degeneration of the polyps. Some patients 
develop arthralgies, rheumatoid arthritis, erythema, and uveitis. It should be 
emphasized again that surgery is to be resorted to only in the most severe 
cases which are unresponsive to intensive medical therapy. 
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DIFFERENTIAL DIAGNOSIS 


A history of frequent, liquid, or bloody stools in an individual whose stools 
do not contain amebae or dysentery organisms should always suggest a diag- 
nosis of idiopathic ulcerative colitis. Diagnosis may be established by a history 
of symptoms, proctoscopic demonstration of a diffusely granular, friable, super- 
ficially ulcerated and bleeding mucosa, and by failure to find a specific cause for 
the inflammation‘. The finding of Endameba histolytica in the stool and rectal 
swabs indicates the presence of amebic dysentery. This may be validated by 
the patient’s response to amebicidal drugs. Bacillary dysentery is differentiated 
by the isolation of specific dysentery organisms on stool culture, variation in the 
type of onset and duration, dissimilarity in age incidence, and the fact that 
ulcerative colitis is not infectious or contagious. Regional enteritis is character- 
ized by a milder clinical course, absence of gross blood in the stools, normal 
sigmoidoscopic picture, and a normal roentgenologic appearance of the colon. 
Diverticulitis of the colon may simulate some of the features of ulcerative 
colitis, but is readily differentiated roentgenologically and is usually encoun- 
tered in an older age group. The roentgenologic appearance of the bowel in 
the various types of ulcerative colitis is not pathognomonic*. In classic, non- 
specific ulcerative colitis, the colon loses its haustral markings, decreases in 
calibre and length, and becomes somewhat fuzzy in outline. If the cecum and 
ascending colon are the portions of the bowel most extensively involved, the 
existence of tuberculous enteritis or amebiasis or an allied type, so-called ileo- 
colitis, may be indicated. If the disease is limited to the rectum, sigmoid, and 
lower descending colon, the roentgenologic appearance may be normal. Con- 
versely, erroneous positive diagnoses may be made because the normal descend- 
ing colon and sigmoid devoid of haustrations frequently present the straight, 
tube-like appearance considered typical of ulcerative colitis*. 


TREATMENT 


Since the specific cause of ulcerative colitis is unknown, there is no specific 
therapy for the disease. All contributing factors must be taken into consideration 
in establishing the therapeutic regimen for each patient. Since remissions and 
recurrences may occur without apparent reason, it is difficult to evaluate the 
effectiveness of the therapeutic agents which have been employed. The physi- 
cian should employ a sincere, understanding and sympathetic attitude in an 
effort to instill confidence and arouse hope in the emotionally upset patient. 


Conventional medical therapy includes bed rest, particularly in the acute 
and subacute phase, and a bland, low-residue diet supplemented by vitamins. 
Diet should contain an adequate amount of calories, protein, and carbohydrates, 
and a minimal amount of fats. It should be as free as possible of gas-forming, 
allergenic, and irritating foods. The high protein diet helps to maintain or 
restore a positive nitrogen balance and ensures healing of intestinal tissues. In 


456 THE AMERICAN JOURNAL OF GASTROENTEROLOGY 


addition to multivitamin supplementation, administration of Vitamin K is 
recommended when bleeding is present, since a low prothrombin time is occa- 
sionally found in these patients. Belladonna may be administered to help reduce 
intestinal spasticity, and phenobarbital for its general sedative effect. Duration 
of therapy varies with the individual case under treatment. 


Use or Corticorroprn (ACTH) 


Ever since the availability for therapy of corticotropin, many reports have 
confirmed the efficacy of this steroid in the treatment of ulcerative colitis. It 
has proved a powerful and useful therapeutic agent in the treatment of this 
disease*. The physiologic effects of corticotropin are by now well-known and 
need not be enumerated here. Administration of this hormone to patients suffer- 
ing from severe ulcerative colitis has often resulted in dramatic subsidence of 
fever, arthralgia, and erythema nodosum, many times within a period of 24 
hours. Since one of the basic physiologic effects of ACTH is its anti-inflamma- 
tory action, it is not surprising to observe subsidence of the diarrhea and rapid 
return to normal of the proctoscopic appearance‘. 


Advances in therapeutic forms of corticotropin have facilitated greatly the 
treatment of ulcerative colitis and other diseases with this hormone. When 
originally made available, ACTH had to be administered by intravenous drip 
several times daily in order to obtain any appreciable duration of activity. This 
procedure was costly and cumbersome, and caused much inconvenience to the 
already agitated patient. The combination of corticotropin with gelatin resulted 
in an ACTH preparation with somewhat longer therapeutic action than the 
earlier lyophilized preparation. ACTH-in-gelatin, however, has certain inherent 
disadvantages: its duration of activity is unpredictable thus requiring frequent 
injections to keep the severe case under control, it must be heated prior to its 
administration and often clogs the needle and syringe. The recent combination 
of ACTH and zinc hydroxide* has produced an ACTH preparation in a fine 
aqueous suspension which provides long action, and ease and convenience of 
handling and administration. This preparation has already been reported on 
by others®*, In practice, the corticotropin-zinc hydroxide preparation has ex- 
hibited therapeutic action extended considerably over that obtainable with 
previously available preparations. As a result of this extended action, the physi- 
cian need administer less in total hormone dosage to control the particular 
disease under treatment. This in turn reduces the risk of incurring overdosage 
side-effects (moon-face, hirsutism, etc.). Those side-effects which are incurred 
appear to be less severe quantitatively than those appearing with the use of 
ACTH-in-gelatin®. The long action of the preparation also facilitates individ- 
ualization of dosage. 


*Marketed as Cortrophin-Zinc by Organon Inc., Orange, N. J. 
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CLINICAL STuDY 


We have used corticotropin-zinc hydroxide extensively in treating cases of 
ulcerative colitis, mucous colitis, and irritable colon. This report is based on 29 
cases of colon pathology which were selected from patients attending the 
Gastrointestinal Clinic of the Jersey City Medical Center and from private 
practice. Thirteen cases were proven ulcerative colitis cases by a history of 
symptoms and proctoscopic and/or x-ray examinations. Two cases were of 
regional enteritis. Six cases were of mucous colitis. The symptoms in seven 
other patients were ascribed to irritable and/or spastic colon. One patient 
suffered from gastrogenous diarrhea of many years’ standing, diagnosed on the 
basis of achlorhydria. 


Initially all patients received daily intramuscular injections of 40 to 80 
U.S.P. units (1-2 c.c.) of Cortrophin-Zinc for three days. Dosage was then de- 
creased to 40 units every other day for a total of three injections. This dose 
was continued in those cases which were difficult to control. In those patients 
who responded well, the dose was lowered further to 40 units twice weekly. 
This dose was continued as long as was deemed necessary to follow-up the 
case. Of the 13 patients with ulcerative colitis, 4 have been under observation 


and treatment for more than one year. Nine have been under observation for 
from three to eight months. 


RESULTS 


Eight patients with ulcerative colitis have been completely controlled with 
Cortrophin-Zinc. In these patients, there is no diarrhea; they pass formed stools 
once or twice a day or have one bowel movement every other day; there is 
complete cessation of frank bleeding from the rectum and no occult blood in 
the stools. Over a period of more than one year, at the time of this report, 
there has been no serious recurrence of the disease in any of these patients. 
They are maintained on phenobarbital and belladonna or one of the newer 
anticholinergics, strict adherence to dietary restrictions, and an informal type 
of psychotherapy. In one case in which there was a moderate recurrence, the 
patient had bleeding from the rectum, frequent watery stools, and loss of 
weight. This patient was returned to normal through injections of Cortrophin- 
Zine as described previously plus the use of Tincture Opii. Two other patients 
had several mild recurrences which were brought under control in two weeks 
with daily injections of 40 units of Cortrophin-Zinc in conjunction with further 
dietary restrictions, sedatives and an anticholinergic. Two patients developed 
severe complications. In one, severe hemorrhage necessitated hospitalization 
and surgery; the other developed obstructive symptoms requiring surgery. 
Aside from these latter two cases, none of the ulcerative colitis patients were 
hospitalized. 
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The two cases of regional enteritis did not appear to be appreciably con- 
trolled through use of Cortrophin-Zinc. The remainder of the 29 cases treated 
were primarily problems of severe diarrheas and were well-controlled with 
Cortrophin-Zine in the dosages previously described. Within two weeks of ini- 
tiation of Cortrophin-Zinc therapy, every patient so treated had stools of 
normal consistency once or twice daily or once every other day. A small number 
of these cases of functional colonic disorders had mild recurrences which were 
controlled either by further injections of Cortrophin-Zinc or by other medica- 
tions. Typical of the patients in this group was a 74-year old female with a 
40-year history of severe watery diarrhea (8-10 stools per day), a recent 15 
pound weight loss, and rectal incontinence to the point where the patient was 
confined to her home. After several days of a severe diarrhea, bloody stools 
would replace the watery stools. X-rays of the colon on several occasions failed 
to reveal any evidence of ulcerative colitis and proctoscopy was always negative. 
She had a long history of psychogenic disturbances. This patient was diagnosed 
as a severe case of functional irritable mucous colitis. With the institution of 
Cortrophin-Zinc therapy, bowel movements became normal within two weeks. 
For the past four months, the patient has had one or two bowel movements a 
day, no blood in her stools at any time, and has regained fifteen pounds in 
weight. She now carries on all normal activities for a patient of her age. This 
case illustrates the dramatic effects often obtained with corticotropin in colonic 
disorders. 


A marked reduction in the urgency and frequency of bowel movements 
in the patient with gastrogenous diarrhea was obtained through intramuscular 
injections of 40 units of Cortrophin-Zinc daily for three days followed by in- 
jections of 40 units every other day until control was obtained. This 70-year old 
male now receives a maintenance dose of 40 units once weekly, and has good 
control over a diarrheal condition that has existed for at least 25 years. 


In the dosages employed, no side-effects were encountered in any of the 
patients treated. It is evident from the foregoing that use of Cortrophin-Zinc 
can maintain the average patient with severe diarrhea in an ambulatory state, 
whether the etiology of his symptoms be ulcerative colitis, mucous colitis, or 
irritable spastic colon. The ease of administration, prolonged duration of ac- 
tivity, and usefulness in functional colonic disorders of Cortrophiri-Zinc make 
it a valuable adjunct to the modern treatment of these diseases. 


Palmer* has emphasized that in few diseases is there required more patience 
and perseverance. The treatment must be continued for months or years, most 
carefully and yet most tactfully. In few conditions is there more need for the art 
of medicine‘. 


SUMMARY 


1. The specific etiology of ulcerative colitis remains unknown. Infection and 
emotion remain prime etiologic theories. 
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2. The disease is reviewed with regard to pathology, symptomatology, and 
differential diagnosis. 


3. Treatment of ulcerative colitis and other functional colonic disorders 
with corticotropin-zinc hydroxide is described. 


4. The advantages of corticotropin-zinc hydroxide—long-action, ease and 
convenience of administration, and increased effectiveness—make it a valuable 
therapeutic agent in the treatment of severe diarrhea resulting from func- 
tional colonic disorders, whether the etiology be ulcerative colitis, mucous colitis 
or spastic colon. 


5. In the dosages employed, corticotropin-zinc hydroxide proved free of 
side-effects. 
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NONBACTERIAL GASTRIC EMPHYSEMA® 
Review oF LITERATURE AND REPORT OF CASE 


AARON PLACHTA, M.D. 
and 
FRANCIS D. SPEER, M.D. 
New York, N. Y. 


The purpose of this paper is to describe the pathogenesis and morphologic 
features of spontaneous, nonbacterial gastric emphysema. As far as we could 
ascertain, the case herein reported of gastric emphysema with its particular 
mechanism of development is the first to be recorded. 


The trend of many investigators is to classify emphysematous gastritis as 
an inflammatory reaction to infection by gas-forming bacteria. The lesion is 
usually regarded as a form of gastritis produced by gas-forming microorganisms 
situated between the muscularis mucosa and submucosa of the stomach, usually 
terminating in subcutaneous emphysema. 


Six cases of emphysematous gastritis of bacterial etiology were collected 
from the literature. Fraenkel* attributes the responsible agent to a “rod-like” 
organism. Morton and Stabins® to B. Welchii. Weens" to B. Proteus, following 
an attempted suicide. Welch and Jones™ case to E. coli, nonhemolytic strepto- 
cocci and staphylococcus aureus. Henry’s* case was ascribed to staphylococcus 
aureus in a one-month old infant and Farfel and Eichhorn’s? case to B. Proteus 
and Aerobacter aerogenes. In each instance the recorded cases terminated in 
subcutaneous emphysema. 


Oetting and associates* reviewed the literature on subcutaneous emphy- 
sema of gastrointestinal origin and pointed out that the most common associa- 
tion was a perforated peptic ulcer. Nitch’ recorded 65 per cent of 85 cases of 
gastrointestinal origin to have peptic ulcer as the primary disease, and Creese! 
reported 33 per cent of 19 collected cases to have peptic ulcer as the primary 
lesion. Newman’s® case of gastric perforation terminated in subcutaneous 
emphysema. Von Recklinghausen® described a patient with a perforated gastric 
ulcer and massive subcutaneous emphysema. 


Report OF CASE 


S. A. T., a 67-year old white male was readmitted to the Metropolitan 
Hospital because of progressive dyspnea and cough associated with transitory 
cyanosis. 


*From the Department of Pathology and Clinical Pathology, New York Medical College, 
Flower and Fifth Avenue and Metropolitan Hospitals, New York, N. Y. 
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Physical examination: He was thin and complained of shortness of breath 
of several years’ duration. The blood pressure was 195/100, the pulse 98, respi- 
rations 26 and the temperature 99.2°F. The breath was fetid, and there were 
gingivitis, edentia and furring of the tongue. The thoracic spine bowed back- 
wards characterized by severe kyphosis. Rhonchi were elicited posteriorly on 
both right and left sides of the chest. There were severe wheezing, bizarre 
musical sounds, and dullness anteriorly and posteriorly over the upper right side 


Fig. 1—Stomach: Ballooned deformity tapering at the pyloric region. a. Elevated edematous 
rugae assuming a gray crystal bead-like pattern of the intact edematous mucosa 
extending from the b. esophagus to the c. prepyloric region. 


of the chest obscuring the breath sounds. The heart was enlarged chiefly to the 
right and the impulse was palpated in the sixth intercostal space. There were 
systolic murmurs at the apex, transmitted to the base. The pulmonic second 
sound was greater than the aortic. The abdomen was flat. No masses or organs 
were palpable. Discrete inguinal lymphadenopathy was present. 


Course:—He received symptomatic therapy. On the afternoon of the dav 
following admission, while using the commode at bedside, he experienced 
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severe, sharp, cutting pain over the right anterior and posterior sides of the 
chest with findings indicative of a spontaneous pneumothorax. He was placed 
into bed complaining of dyspnea and orthopnea in addition to severe chest 
pain. His respiration was irregular, the heart sounds distant and muffled. He 
was placed in an oxygen tent, lapsed into deep coma and died. 


Laboratory data:—The hemoglobin was 15.0 gm.; red cell count 6,240,750; 
white cell count 8,000; polymorphonuclears 70, lymphocytes 24 and monocytes 


Fig. 2—Transilluminated view of Fig. 1 illustrating the crepitant bead-like granular sub- 
mucous tissue diffusely filled with gas fanning out towards the prepyloric region 
where it gradually disappears. 


6 per cent. Kahn test gave a negative reaction. The urine was negative. 
Roentgen films of the chest showed massive, bilateral bullous emphysema. 


Autopsy findings:—The gross pathologic findings were generalized and cere- 
bral arteriosclerosis; rheumatic mitral endocarditis, stenosis of mitral valve, 
moderate; hypertrophy of the left and right ventricular myocardium; dilatation 
of the right atrium and ventricle; severe pulmonary bullous emphysema, bilat- 
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eral; rupture of right apical bullous blebs; diffuse emphysematous mediastinitis; 
shift of mediastinum to right; interstitial emphysema of upper thorax and neck; 
pleural adhesions; interstitial emphysematous esophagitis; diffuse emphysema- 
tous nonbacterial gastritis; diverticulosis of sigmoid colon; arteriolar nephro- 
sclerosis; hypertrophy of prostate gland. 


The right thoracic cavity was partially obliterated by fibrous adhesions. 
The right and left lungs showed marked lobular distention with the appearance 
of blebs of varying size, measuring up to 15.5 cm. in diameter, characteristic of 


Figs. 3a and 3b 


Fig. 3—Microscopic (Fig. 1) low power view (3a) and higher magnification (3b) showing 
gastric emphysema characterized by a. intact mucosa, and dilated sponge-like empty 
spaces in b. submucosa, c. muscularis mucosa, extending into d. serosa. 


bullous emphysema. On multiple sections large and small coalescing cysts sepa- 
rated by atrophic interalveolar septa were visualized. The right apical periphery 
of the lung was adherent to the midportion of the esophagus at the site of 
rupture of a large bleb. The esophageal wall was crepitant and this change 
extended into the cardia, fundus, antrum and prepylorus of the stomach. The 
stomach was transformed into a ballooned deformity tapering at the pyloric 
region to assume the normal anatomic relationships. The cut sections of the 
various gastric regions were represented as thick, edematous, sponge rubber, 
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crepitant tissues. The rugae were much elevated assuming a gray crystal bead- 
like bizarre pattern. The mucosa was intact and the compact crystal bead-like 
arrangement suggested a tapioca pattern (Fig. 1). The crepitant subcutaneous 
tissue appeared to be filled with gas. This emphysematous process extended 
from the upper third of the esophagus to the prepyloric region where it gradu- 
ally disappeared as illustrated by transillumination and roentgenogram (Fig. 2). 


Postmortem bacteriology:—Direct smears were negative and aerobic and 
anaerobic cultures from the periphery and parenchyma of the lungs, media- 
stinum, esophagus and stomach showed no growth after 72-hours’ incubation. 


Microscopic examination:—Sections of the esophagus and stomach showed 
normally appearing but highly congested intact mucosae. The underlying base- 
ment membranes, submucosae and muscularis mucosae contained greatly dilated 
empty spaces broadening and distending these structures (Fig. 3). In some 
sections these spaces extended to the gastric serosa. In others the empty spaces 
were seen in clusters or assumed a pedunculated pattern. In several areas the 
emphysematous esophagus showed adherent pleura and lung parenchyma char- 
acterized by severe emphysema with atrophic alveolar septa. 


COMMENT 


The majority of authors consider the etiology of emphysematous gastritis 
to be gas-forming organisms usually of the coliform or clostridial groups. Simi- 
lar etiologic basis is applied to other organs, such as gallbladder’, urinary 
bladder'* and uterus”. 


Sundberg” suggested that alcoholism may be a precursor of emphysema- 
tous gastritis. He regarded such conditioning of the mucosa as a mechanism 
allowing the developing of phlegmonous gastritis, which became emphysema- 
tous only under certain conditions. 


In our case there was no underlying bacterial agent responsible for the 
esophageal and gastric emphysema. The change was primarily the result of 
spontaneous rupture of the thin and weak surface of the pleura and lung ad- 
herent to the areolar tissue in the paraesophageal area. This together with 
changes of the intrapulmonary pressure forced air into the upper portion of the 
esophagus creating a valve-like mechanism with gradual downward extension 
into the submucosa of the stomach producing diffuse interstitial emphysema. 
The esophageal and gastric emphysema with the absence of the usual terminal 
subcutaneous emphysema was, we believe, due to the absence of the primary 
requirement for such phenomenon. The usual route of the air is directly through 
a defect in the pleural and pulmonary tissues continuous with the intermuscular 
planes and subcutaneous spaces. 


Resistance of the tissues to diffusion of air or gas varies with their density. 
Loose areolar and fascial structures readily allow the passage of gas. If these 
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tissues are adjacent to a perforation, a pressure differential is established and 
emphysema develops. Such pressure gradient is usually enhanced by the anat- 
omic site of the perforation directing the escape of the gas to subcutaneous 
positions. The expanding air follows anatomic cleavage planes in the direction 
of least resistance. If, however, the pressure is sufficiently great, it may even 
disrupt fascial structures. The extent and direction of spread, therefore, is a 
function of pressure and local structure. 


In our case the pressure was sufficiently great to produce esophageal and 
gastric emphysema through the defective periphery of the lung and adherent 
areolar tissue. The location of the pleural defect and the pressure were, how- 
ever, insufficient to produce terminal subcutaneous emphysema. 


SUMMARY 


The literature on subcutaneous emphysema of gastrointestinal origin, and 
six examples of emphysematous gastritis resulting from gas-forming organisms 
were reviewed. 


A case of nonbacterial esophageal and gastric emphysema resulting from 
rupture of an adherent bullous emphysematous lung is reported. This type of 
gastric emphysema is beiieved to be the first to be recorded. The mechanism 
of terminal subcutaneous emphysema of gastrointestinal origin as related to 
emphysematous gastritis is discussed. 
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CHOLEDOCHODUODENAL FISTULA ASSOCIATED 
WITH A LARGE GALLSTONE IN THE STOMACH 


MAURICE FELDMAN, M.D. 
Baltimore, Md. 


A choledochoduodenal fistula associated with a gallstone in the stomach is 
a very rare finding. Such a case is herein recorded in which the gallstone had 
been expelled from the stomach, and the fistulous communication had sponta- 
neously closed. 


Case report:—Female, aged 55, onset with an acute attack of severe pain 
in the upper abdomen. Following the administration of morphine, there was 


Fig. 1—Roentgenogram demonstrating the opaque filling of the common bile duct at arrow A. 
The choledochoduodenal fistulous connection and the duodenal deformity are shown 
at arrow B. The duodenal diverticulum is shown in the ampullary region of the 
second portion of the duodenum. The gallstone was faintly visible in the original 
film, but is obscured by the opacity of barium. 


relief from the pain, and after a few days she felt better. A gastrointestinal 
examination made at this time revealed the following findings. The stomach 
curvatures were regular. A large negative shadow measuring 2% cm. by 1% cm., 
of smooth contour was observed in the pyloric region of the stomach, which 
resembled a benign polyp. The stomach emptied sluggishly, and at the end 
seven hours, there was about a 15 per cent gastric retention. The duodenal bulb 
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was markedly deformed. The mucosal changes in the second portion of the 
duodenum suggested evidence of a duodenitis. A fistulous communication be- 


tween the duodenum and the biliary tract was observed, with filling of the 
common bile duct with barium. 


A gallbladder examination following intensified oral administration of dye, 
revealed a faintly dilated gallbladder shadow. No visible stones could be dem- 
onstrated in the gallbladder. Leading off from the gallbladder region was a 
linear tract of air which represented the fistulous tract. A large oval calcium 


Fig. 2—The gallstone is shown in the pyloric antrum of the incompletely filled stomach at 
arrow A. The deformed duodenal bulb is demonstrated at arrow B. 


rimmed gallstone was seen outside of the gallbladder, similar to the one ob- 
served in the stomach. 


Four months later, a re-examination of the gastrointestinal tract was made, 
and the following findings were observed. A flat film of the abdomen revealed 
no demonstrable stone shadow, and no visible air in the biliary tract. The 
stomach appeared to be normal, emptied normally, being completely empty in 
2% hours. The gallstone which had been previously noted in the pyloric region 
of the stomach was no longer seen and had been apparently expelled in the 
stools. The duodenal bulb was markedly deformed. The biliary fistulous com- 
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munication between the duodenum and common bile duct was not demon- 
strable, since no barium or air entered the fistulous tract. A large duodenal 
diverticulum was noted in the ampullary region, in the second portion of the 
duodenum. 


COMMENT 


Since this patient’s attack of acute severe abdominal pain occurred 14 years 
ago, she had been observed at varying intervals. She has had no further biliary 
episodes. Following the initial attack, the symptoms were relieved promptly 
under conservative treatment. Because of the rapid clinical improvement and 
apparent complete recovery, and since she has had no further symptomatology 
surgical exploration was not deemed advisable by her attending physician. 


Although surgical proof is lacking, there can be no question of doubt that 
the roentgen findings were sufficiently adequate and pathognomonically diag- 
nostic. The roentgenologic diagnosis of the gallstone situated in the stomach 
was made on the basis of the fistulous communication between the common 
bile duct and duodenum and the calcium rimmed shadow seen on the plain 
film and within the stomach. The stone produced a ball and valve effect causing 
a delay in gastric emptying. Following passage of the stone from the stomach, 
gastric emptying returned to normal. 


SUMMARY 


A case of choledochoduodenal fistula, associated with a gallstone in the 
stomach, with expulsion of the stone and spontaneous closure of the fistula, is 
reported. 


P, resident Message 


HELPING 


It is fitting that I should conclude my 
services as your President at the Annual 


Convention in Boston. 


This opportunity is taken to express the 
grateful appreciation and thanks of the American College of Gastro- 
enterology to Dr. Henry Baker, Chairman of the Program Committee 


and his associates for their splendid work. 


I am also indebted to all of the Officers of our College for their co- 
operation and helpfulness throughout the year. The various Committees 
have been responsive to all assignments given them. Others have given 
wise advice and moral support. All in all, it has been a distinct pleasure 


serving such a fine group of men. 


The Woman's Auxiliary has come into being because of eager 
workers and the spirit of teamwork. Mrs. Kirchner wishes to say “Thank 
you” to all the ladies who have given so unselfishly of their time in sup- 


port of her administration. It has added pleasure to every undertaking. 


I would be remiss in my duties if I did not recognize the excellent 
assistance of Dan Weiss, our Executive Director, and his office person- 
nel. They have added simplicity to my position by carrying out my 
wishes. 


Finally in looking ahead, I perceive a great future for the American 
College of Gastroenterology. The wholehearted support and cooperation 
of our widely scattered Vice Presidents, Governors, Board of Trustees, 
Committees and the membership as a whole, spells success in embla- 
zoned letters. They are the helping hands of our organization whose 
support and assistance I have been very happy to receive. All I can say 
is “Thank you” and my best wishes for continued success. 
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EDITORIAL 


SIGNIFICANCE OF RECTAL BLEEDING 


Blood may be found in the stool in two forms: Unaltered, the red blood 
cell morphology is unchanged. Such blood, if of significant quantity, may be 
recognized grossly. If only a small amount of blood is present, it may be recog- 
nized only microscopically. Altered, the blood has been decomposed because it 
has been present in the gastrointestinal tract for a period of time, and the pas- 
sage of such decomposed blood in the stool is referred to as melena. 


In all investigations of blood in the feces, one must constantly be mindful 
of spurious causes of the bright red color as this may be brought about by the 
ingestion of beets, red Jell-O, ink, paint, phenolphthalein, or other highly 
colored material. 


Blood present may be: swallowed from the oral or nasopharyngeal area; 
esophageal varices; ulcer of the esophagus; ingestion of corrosive material; 
esophageal trauma; malignant growths. 


Bleeding which may be overlooked is due to trauma or rupture of the lower 
end of the esophagus and/or the cardiac end of the stomach from the strain of 
vomiting or instrumentation. 


The stomach, gastritis, ulcer, neoplasm, diaphragmatic hernia, may cause 
bleeding, while bright red or dark blood usually mixed with the feces suggests 
the small intestine as the source. Meckel’s diverticulum is one of the chief 
sources of bleeding from the small bowel. The hemorrhage from a diverticulum 
almost always arises from a peptic ulceration at the neck of the pouch or in the 
adjacent ileum due to the action of the hydrochloric acid and pepsin produced 
by aberrant gastric mucosa in the diverticulum. The principal symptom is a 
sudden, severe, massive rectal hemorrhage without pain or only midabdominal 
discomfort. The bleeding is considerable, although the first bowel movement 
may be tarry, subsequent movements are usually bright red. The absence of 
pain is an important differential diagnostic point. 


Other causes of bleeding may be: intussusception, volvulus, regional en- 
teritis, enterocolitis, parasitic infestation, polyps, ulcerative colitis, anal fissure, 
hemorrhoids, fistula-in-ano, proctitis, papillitis, rectal prolapse, trauma and 
malignancy; hemorrhagic diseases, purpuras, (nonthrombocytopenic ) ( Henoch’s 
and others); thrombocytopenic; hemophilia; fibrinogenopenia; deficiency of 
other coagulating factors; scurvy; leukemia and familial telengiectasia. 


Iron preparations, phosphorus and arsenic can cause bleeding per rectum. 
Food allergy and idiosyncrasy may occasionally cause bleeding. 


The most common cause of unaltered blood in the feces is hemorrhoids, 
and the bleeding is due to congestion or erosion of the vessel wall. The bleeding 
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usually occurs during defecation, streaking the stool or spurting with force and 
discoloring the bowl. If there is no protrusion of the hemorrhoids, bleeding stops 
spontaneously. With protrusion, however, bleeding may occur without defeca- 
tion. Hemorrhoids may be due to a lesion higher in the colon, pelvis or ab- 
domen, obstructing the venous return and increasing the pressure in the hemor- 
rhoidal system. Another cause of bleeding from the rectum is a polyp. Benign 
adenomatous polyps, occurring anywhere from the stomach to the anus, may 
produce bleeding. 


Neoplasm of the anus, rectum, rectosigmoid, and other parts of the colon 
will usually bleed at some stage in their development. Early in their growth, 
the passage of blood may be intermittent, but when ulceration occurs, there is 
usually a continuous serosanguineous discharge. Lesions of the anus, rectum and 
rectosigmoid produce bright red blood, while those higher up produce tarry 
stools, or show only the presence of occult blood. 


Fissure-in-ano is not too common a cause of bleeding in adults, while ulcer- 
ative colitis is an important cause of bleeding in the adult. Bleeding may also 
occur with diverticulitis of the colon, and this symptom alone cannot be relied 
on in differentiating it from carcinoma. 


Other local causes of anorectal bleeding are fistula-in-ano, cryptitis, papil- 
litis, proctitis, strictures caused by lymphogranuloma venereum and tuberculosis, 
excoriated perianal pruritis and condyloma, tumors of the ampulla of Vater, 
leiomyoma, carcinoid and carcinoma of the small Lowel, as well as the much 
more common adenocarcinoma of the large bowel, especially a slowly develop- 
ing and unrecognized cecal carcinoma. Rupture of sclerotic blood vessels rupture 
of an aneurysm into the gastrointestinal tract, mesenteric thrombosis, congestive 
heart failure, systemic infe sctions and hepatic disease with associated prothrom- 
bin deficiency may also cause bleeding. 

SAMUEL WeErss, M.D., F.A.C.G. 
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GASTROINTESTINAL TRACT 


DIGESTIVE TRACT ROENTGENOLOG Y—Part II: Marlyn W. Miller. Pennsylvania 


M. J., 59:905 (Aug.), 1956. 


A statistical report on the number of x-ray 


examinations of the gastrointestinal tract 
and the method of financing was carried 
out at the Altoona General Hospital. Dur- 
ing a 20-year period there has been a steady 
increase in the number of such examina- 
tions, being 12 times in 1953 what it was 
in 1934. It is noted that about 72 per cent 
of these examinations were paid for “ some 


form of health or hospital insurance. It was 
also found that in this insured group the 
percentage of organic pathologic findings 
were the lowest. In conclusion, the authors 
feel that the above findings when projected 
on a national basis may explain to a great 
extent the overall cost of health insurance 
and hospital bed shortages. 

A. J. BRENNER 


HIATUS HERNIA IN PREGNANCY: Arthur C. Gorbach and Duncan E. Reid. New 


England J. Med., 255:517 (13 Sept.), 1956. 


Diaphragmatic hernia is diagnosed more 
frequently now, due to more and better 
studies of the gastrointestinal tract. It oc- 
curs more frequently in older people and 
in women, Hiatus hernia may occur more 
frequently during pregnancy due to in- 
creased intraabdominal pressure and may 
cause many of the disturbing symptoms 
during pregnancy. 

The author cites two cases of large hiatal 
hernia occurring during pregnancy, caus- 
ing nausea, vomiting and severe substernal 
pain. Both cases were treated symptomati- 
cally during pregnancy ' sedatives and 
antispasmodics. One case had to be oper- 
ated on after delivery and the other was 
completely symptom-free after delivery. 


Two authors in a routine study of 500 
patients over 50 years of age found only 4 
cases of hiatus hernia and concluded that 
asymptomatic hiatus herniae are uncommon. 
Two other authors in a study of 195 preg- 
nant women found that 18 per cent multi- 
para and 5 per cent primapara had _ hiatus 
hernia. 

The author’s study from the Boston 
Lying-in Hospital of 50 patients showed 31 
or 62 per cent had hiatus hernia. Treatment 
was symptomatic, elevation of the head of 
the bed, small frequent feedings, bland 
diet, antacids, antispasmodics, etc. Symp- 
toms usually disappeared after delivery. 


Louis K. MORGANSTEIN 
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PREDNISONE AND PREDNISOLONE THERAPY IN RHEUMATOID ARTHRITIS: 
A GASTROINTESTINAL HAZARD? Norman O. Rothermich and Vol K. Philips. 


Ohio M. J., 52:942 (Sept.), 1956. 


The authors followed 95 patients with 
rheumatoid arthritis over a period of sev- 
eral months at the Columbus Medical Cen- 
ter, Columbus, Ohio. These patients were 
all under treatment with adrenal steroids. 
The average duration of continuous corti- 
sone therapy was 20.6 months; hydrocorti- 
sone therapy, 8 months; prednisone, 5.8 
months and prednisolone, 2.0 months. Only 


6 developed gastrointestinal complaints and 
according to the authors, prednisone and 
caddies may be used continuously in 
rheumatoid arthritic patients without undue 
gastrointestinal hazard. They do not feel 
that antacids or antispasmodics need be 
added when the metisteroids are given. 


Irvin DeEvuTscH 


SAINT’S TRIAD: HIATUS HERNIA, GALLSTONES AND DIVERTICULOSIS: I. 
Arnold Jaffe and Ferdinand F. Szabo. J. Internat. Coll. Surgeons, 26:275 (Sept.), 


1956. 


Saint’s triad (hiatus hernia, gallstones 
and diverticulosis) is described by the 
authors. The purpose of the authors is to 
call attention to the fact that awareness of 
the existence of this triad will avoid un- 
necessary treatment and the choice of treat- 
ment which would best benefit the patients 
with this triad. 

The relation among the three conditions 
that form the triad and its clinical picture 
may present some difficulty of pall eer 


the disease. The reason for this is that one 
of the three pathologic entities ie easily 
mimic the other. It is important that any 
active surgical measures for the repair or 
correction of the underlying major disease 
should be considered in the order of the 
relative importance of each. 

These authors following their own advice 
have benefited two patients with this triad. 


BERNARD J. FICARRA 


NONSPECIFIC GRANULOMATOUS INFLAMMATION OF THE GASTROINTES.- 
TINAL TRACT: Perry B. Miller, David J. Sandweiss and Harry Shwachman. New 


England J. Med., 255:501 (13 Sept.), 1956. 


In the original description of regional 
ileitis it was thought to involve the terminal 
ileum only, but subsequent studies have 
found that the granulomatous process may 
involve the colon, jejunum and more rarely 
the stomach and duodenum. 

In reviewing the literature the author 


was able to collect 14 cases for study. Of 
these, 11 had short-circuiting procedures, 
8 were gastroenterostomies, 3 duodenojeju- 
nostomies, 6 cases involved the stomach, 
and 2 cases involved the stomach and later 
spread to the entire small bowel. 

Louis K. MORGANSTEIN 


INTESTINES 
MECKEL’S DIVERTICULUM: C. F. Althaus. Wisconsin M. J. 55:823 (Aug.), 1956. 


The author presents a case report of a 
perforated ulcer in a large Meckel’s diver- 
ticulum presenting the clinical picture of a 
ruptured appendix. This case is discussed to 
emphasize an unusual condition which may 
occur in the abdomen simulating a rup- 
tured appendix. 

The author discusses Meckel’s divertic- 
ulum and stresses that it occurs in 2 to 4 
per cent of infants. The percentage develop- 
ing pathology is small but several changes 
may occur. The duct may remain attached 
to the umbilicus with a patent duct pro- 


ducing an intestinal fistula or 


navel”; remain attached to the umbilicus 
by a fibrous nonpatent band; become at- 
tached to some other point in the peritoneal 
cavity (any of these attachments can cause 
an intestinal obstruction); become acutely 
inflamed resulting in a diverticulitis; con- 
tain an apparent gastric mucosa and ulcer- 
ate with resultant hemorrhage or perfora- 
tion; invert into the ileum and be the start 
of an intussusception. 


RALPH EICHHORN 
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REGIONAL ENTERITIS: Marion Judith Finkel. Med. Times 84:945 (Sept.), 1956. 


The pathological picture may vary but 
Warren and Sommers feel the disease pro- 
cess is a progressive granulomatous obliter- 
ative lymphangitis, affecting the lacteals in 
the lamina propria and the lymphatics in 
the submucosal, muscular and serosal lay- 
ers, producing an elephantiasis of the in- 
testinal wall, mesentery and regional lymph 
nodes. 

Roentgenograph study shows in late 
cases, Kantor'’s “string sign”, and intestinal 
obstruction. Besides the “string sign” there 
is often noted a shortening and rigidity of 
the involved segments. This is also a late 
manifestation. The early findings show a 
distorted mucosal pattern of the terminal 
ileum or the proximal portions of the ileum, 
if involved, hypermotility of the affected 
region and hypomotility of the uninvolved 
loops above and below. If ulceration has 
occurred, the mucosal relief pattern is 
jagged and irregular. 

Study shows that there is no definitive 
medical therapy. Attention to nutrition 


makes one prescribe high protein, high 
carbohydrate, low fat, and low residue diet. 
One may stop all oral feeding for a short 
period and may control an attack but not 
cure. Antibiotics, cortisone and psycho- 
therapy may help in a few cases. 

Surgical therapy should not be attempted 
until the patient has received an adequate 
trial on a conservative regimen because of 
the frequent remissions which may be of a 
long duration, and the high rate of recur- 
rence following surgery. However, if the 
patient is deteriorating despite medical 
therapy; has an irreversible stenosis with 
clinical signs of obstruction; has had one 
or more gross hemorrhages; has abscesses 
and fistula formation, then surgery is indi- 
cated. 

The surgery may be massive resection or 
operation of exclusion. The mortality rate 
for resection is 11.2 per cent and 4.6 per 
cent for exclusion. These are the figures of 
Colp and Dreiling. 

I. H. Ernser 


DISEASES OF THE LEFT COLON: Richard A. Twyman. Missouri Med. 53:764 


(Sept.), 1956. 


The most striking advance in surgery of 
the left colon made in the last decade, is 
Swenson’s contribution to the treatment of 
Hirschsprung’s disease. 

New surgical methods for other left colon 
diseases have also been developed. Better 
results are, in the author's opinion, obtained 
by better anesthesia, better pre- and post- 
operative care and better surgery. 

Unfortunately, the results of surgery in 
left colon carcinoma are still discouraging, 
the reason for it is the old postulation: ra 


diagnosis before metastatic spread has taken 
place. 


The methods for surgical intervention in 
obstruction have to be individualized, mul- 
tiple stage procedures being preferred. 

The surgery of polyposis and their fre- 
quent degeneration is discussed. The fact 
is stressed, that not infrequently multiple 
carcinomas may be found. 

Surgery of diverticulosis is limited to its 
complications, i.e. perforation, _ fistulas, 
chronic stenosing changes with obstruction, 
bleeding, and inability to differentiate from 
carcinoma. Especially in the latter case, 
resection is the method of choice. 

Hans J. JOSEPH 


LIVER AND BILIARY TRACT 


BILIARY TRACT DISEASE: A. C. Abbott, T. K. Goodhand and J. T. MacDougall. 


Canad. M. A. J. 75:395 (1 Sept.), 1956. 


This is a resume of 369 cases, of which 
290 were women, and 79 men, and 52.1 
per cent 50 years of age or over. Eighty- 
six and one-tenth per cent presented with 
upper abdominal paind and/or colic. About 
85 per cent had had previous attacks. Gall- 


bladder visualization was divided into good, 
fair, poor, and no visualization. Those 
classified as good showed stones in 75 per 
cent of the cases, fair 91.7 per cent, and 
poor 59 per cent. At operation, the “fair” 
group showed stones in 91.7 per cent of 
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cases, and the “poor” group 77 per cent. 
The “no visualization” group showed stones 
in 37 per cent by x-ray, and 80.4 per cent 
at surgery. 

The authors describe the types of in- 
cisions used, with several described, and 
the surgical procedure is outlined briefly. 
A 48-hour hospital stay prior to surgery is 
employed. 

In this series, two deaths occur, both in 
elderly females. The pathological findings 


run the usual gamut, from chronic chole- 
cystitis in 76.9 per cent, to malignant tu- 
mors in 1.3 per cent. Postoperative compli- 
cations included subphrenic abscess in 15 
cases, and pulmonary complications in 15. 
Of these, atalectasis occurred in 11, and 
embolus in 1. 

Two hundred and twenty-two patients 
followed-up showed 168 to be symptom- 
free, 46 with dyspepsia, and 8 with pain. 

Joun N. 


THE DIAGNOSIS AND MEDICAL MANAGEMNT OF GALLBLADDER DISEASE: 
A. Wilson Julich. Am. Pract. & Digest. Treat. 7:1436 (Sept.), 1956. 


In attempting to answer the question of 
postcholecystectomy syndrome, the author 
makes a plea for a more complete work-up 
in those patients having or suspected of 
having gallbladder disease. He feels that 
the diagnosis of chronic noncalculous chole- 
cystitis is a dangerous one and that gall- 
stones, while silent, are never innocent. He 
discusses the pharmacologic action of the 


two main types of bile salts, (unoxidized- 
conjugated and oxidized-unconjugated ) and 
the indications for their administration. He 
makes the point that the patient must have 
the benefit of clinical judgment as well as 
the intelligent interpretation of oral and 
intravenous cholecystography, gastrointesti- 
nal series and duodenal drainage studies. 

Irvin DeutTscH 


RESECTION OF THE LIVER WITH INTRAHEPATODUCTOGASTROSTOMY OR 
INTRAHEPATODUCTOJEJUNOSTOMY FOR BILIARY OBSTRUCTION: A. M. 
Dogliotti and E. Fogliati. J. Internat. Coll. Surgeons 26:267 (Sept.), 1956. 


These distinguished Italian surgeons de- 
scribe a technic of performing an intrahe- 
patoductogastrostomy associated with a re- 
section of the anteromedial segment of the 
"oft lobe of the liver. Their end results are 
worthy of comment. The method presented 
is one which is aimed at rehabilitating a 
patient who has become a common duct 
victim. This problem is a major one to the 


operating surgeon and any light which can 
be shed upon the solution of this serious 
condition is worthy of the greatest scrutiny. 
The two operative methods advanced by 
the authors represent excellent possibilities 
in assisting the patient who has a complete 
destruction of the extrahepatic biliary ducts. 


BERNARD J. FICARRA 


CONGENITAL ABSENCE OF THE GALLBLADDER IN MAN: N. N. Iovetz-Tere- 
schenko. J. Internat. Coll. Surgeons 26:279 (Sept.), 1956. 


The author presents an instance of con- 
genital absence of the gallbladder which 
was discovered in a 49-year old East Indian 
man who was subjected to an emergency 
operation. Although this is a rare situation 
it is nevertheless one which has been re- 


ported many times in the literature. No un- 
usual problem is associated with this con- 
dition as long as the bile ducts are func- 
tioning properly. 


BERNARD J. FICARRA 


OBSERVATIONS ON THE ETIOLOGY OF CHOLELITHIASIS: Gabriel Horn. Brit. 


M. J. 4995:732 (29 Sept.), 1956. 

Horn presents statistics on the incidence 
of gallstones by age, sex, weight and parity. 
Some of his findings are curious and unex- 


pected and it might be added unexplained. 
1. Gallstones reach their highest inci- 
dence between the ages of 50-59 years, 
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thereafter there is some decline in incidence, 
though even at the ages 60-69 the inci- 
dence is higher than that of 40-49. 

2. The frequency is higher in women 
than in men for all ages. 

3. At ages below 50, gallstones are more 
frequent in married women without chil- 
dren than in single women, and more fre- 
quent in married women with children than 


in married nulliparae. Beyond the age of 
49 the incidence is higher in married nulli- 
parae than in married women with children. 

4. Before the age of 60, 20 female pa- 
tients with gallstones were found to be on 
the average 25 pounds heavier than the 
rest of the population. 


SAMUEL L. IMMERMAN 


GUMMA OF LIVER WITH CALCIFICATION: C, D. Alergant. A.M.A. Arch. Int. Med. 


98:340, 1956. 


The clinical diagnosis of gumma of the 
liver has always been a very difficult one. 
Large autopsy statistics have shown that 
only about 3 per cent of all pathologically 
proven cases have been diagnosed during 
lifetime. 

A 29-year old male showed a hard mass 
in the right upper abdomen diagnosed as 
gummi after exploratory laparotomy and 
biopsy. X-ray picture of the abdomen 
showed multiple small and large calcifica- 


tions in the liver region. They increased in 
number and density a few months after 
antiluetic therapy. Such calcifications must 
be differentiated from hydatid cysts of the 
liver by the Casoni and Wassermann test. 
Some cases of calcification of the liver, re- 
ported in the literature, and attributed to 
echinococcus in spite of a negative Casoni’s 
test may have bese actually caused by 
syphilis. 

H. B. Etsenstapt 


PANCREAS 


PSEUDOPANCREATIC CYSTS: S. K. Sen. J. Internat. Coll. Surgeons 26:179 (Aug.), 


1956. 


The presentation of an interesting dis- 
cussion on pseudopancreatic cysts leads the 
author to believe that the only treatment is 
surgical. The ideal treatment for pseudo- 
cysts is total extirpation. However, this may 
not be technically possible in all cases. One 
of the methods which formerly enjoyed 
much popularity was marsupialization. This 


method has not been universally satisfac- 
tory. It was in 1931 that Jurasz established 
internal drainage via an anastomosis be- 
tween the cyst and the stomach. Since that 
time the method of internal drainage has 
been favored almost universally in those 
cases where this procedure is possible. 
BERNARD J. FICARRA 


ADVANCES IN SURGERY OF THE PANCREAS: Herbert C. Lee. Missouri Med. 


53:755 (Sept.), 1956. 


In the author’s opinion, the crucial point 
of surgery in acute and chronic pancreatitis 
lies in relieving duct obstruction. Obstruc- 
tion leads to necrosis or a duct rupture with 
resulting hemorrhage and liberation of tryp- 
sinogen and amylase. Trypsinogen is acti- 
vated into trypsin by blood and tissue- 
exudates and causes more hemorrhage and 
necrosis. 

A standardized form of treatment for 
acute pancreatitis was devised, preferring 


the medical approach and doing surgery, 
i.e. some form of drainage, in emergency 
cases only. The latter ones consisting mostly 
of acute hemorrhagic . pancreatitis. The 
standard procedures in treating acute pan- 
creatitis are as follows: 

1. Treat shock (if present)\a. blood 
transfusions, serum albumin b. give oxygen. 
2. Relief of Pain a. narcotics and atropine 
b. epidural anesthesia 3. Nasogastric suc- 
tion. 4. Anticholinergic drugs. 5. Antibiotics. 
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6. Intravenous fluids and electrolytes. 7. Cal- 
cium gluconate. 8. Insulin. 

Thirty days after recovery from acute 
pancreatitis a gastrointestinal and_ biliary 
x-ray study is done, and if found, biliary 
pathology is corrected by surgery. 

A patient is considered suffering from 
chronic pancreatitis after having had at 
least three attacks of acute pancreatitis, or 
if biopsy shows chronic pancreatitis or if 
x-ray evidence of calcinosis or calculi is 
found. 

The author discusses different surgical 
approaches to this very difficult problem, 


which may even include total pancreatec- 
tomy. The surgical approach to chronic 
relapsing pancreatitis has to be individual- 
ized for each case. 

As to islet cell tumors, the difficulty lies 
in making an exact diagnosis. Once this 
has been done, surgery may be of value. 
The specimen should be examined very 
carefully. An increase in A cells suggests 
an adenoma, while a preponderance in B 
cells is typical for functional hyperinsulin- 
ism. The extent of resection is dependent 
upon the ratio of A and B cells in the islets. 

Hans J. Joseru 


CHRONIC PANCREATITIS: Gross and Comfort. Am. J. Med. 21:595, 1956. 


There are four known causes of chronic 
pancreatitis: 1. alcoholism, 2. biliary tract 
disease, 3. hyperlipemia, 4. heredity. 

Pancreatitis occurs most often in males. The 
pain is much more prolonged, lasts for days 
instead of hours, and if starting in the right 
upper quadrant, goes to the left upper ab- 
domen, to the back and to the left shoulder. 
The hereditary form of pancreatitis may be 
associated with hyperlipemia or occur with- 
out it, and is transmitted as a Mendelian 
autosomal dominant gene. It always begins 
in early childhood in the absence of alco- 
holism and gallbladder disease. However, 
the greatest number of cases seen in clin- 
ical practice occur in the 3rd and 4th 
decade. The disease has no predilection for 
obese persons. The clinical syndrome can 
be divided in the early stage with recurrent, 
acute attacks and the late stage with devel- 
opment of diabetes, steatorrhea, calcifica- 


tions, pseudocyst and abscess formation. 

The late stage of chronic pancreatitis 
creates diagnostic difficulties only if it ap- 
pears as asymptomatic abdominal calcifica- 
tions, as steatorrhea of unknown origin, as 
pancreatic tumor during surgical explora- 
tion. 

Medical management of chronic pancre- 
atitis uses continuous gastric aspiration, 
parenteral infusions and transfusions, anti- 
biotics and anticholinergics during acute 
attacks, bland low fat, high protein, high 
carbohydrate, high caloric diet with vita- 
min and mineral supplements and_ large 
doses of pancreatin in the interval time. 
Surgical treatment must be individualized 
and is too often unsuccessful. Many cases 
become quiescent or go into a prolonged 
remission without surgical procedures, 


H. B. Etsenstapr 


PATHOLOGY AND LABORATORY RESEARCH 


131.LABELED FAT IN THE STUDY OF INTESTINAL ABSORPTION: Julian M. 
Ruffin, William W. Shingleton, George J. Baylin, Jacqueline C. Hymans, Joseph K. 
Isley, Aaron P. Sanders and M. Frank Sohmer, Jr. New England J. Med. 255:594 


(27 Sept.), 1956. 


An emulsion containing radioiodine la- 
beled fat was used as a test for the intesti- 
nal digestive function. Blood radioiodine 
levels were determined hourly for 6 hours 
after the ingestion of this meal and the 
contents of radioactive materials were de- 
termined in the stool specimens collected 
for 24 hours. Patients with functional di- 
gestive disturbance and with colonic dis- 


eases showed normal values, while those 
with pyloric obstruction, sprue syndrome, 
gastroenterostomy, gastric resection, pan- 
creatitis and pancreatic carcinoma revealed 
decreased blood levels of radioiodine and 
increased fecal radioactivity. Twelve out of 
13 cases with carcinoma of the pancreas 
had an abnormal response. 

H. B. 


BOOK REVIEWS FOR GASTROENTEROLOGISTS 


ROENTGEN SIGNS IN CLINICAL DIAGNOSIS: Isadore Meschan, M.A., M.D., Pro- 
fessor and Director of the Department of Radiclogy at the Bowman Gray School of 


Medicine of Wake Forest College, Winston-Salem, N. C., 


with the assistance of 


R. M. F. Farrer-Meschan, M.B., B.S., Melbourne, Australia. 1058 pages, 2216 illus- 
trations on 780 figures. W. %. Saunders Company, Philadelphia, Pa., 1956. Price 


$20.00. 


Thirty-one chapters make up this large 
volume dealing with “Roentgen Signs in 
Clinical Diagnosis”. 

Each chapter is a complete exposé of the 
subject discussed, the illustrations and 
drawings are superb, enabling the reader to 
visualize what the authors try to explain. 

For example, the chapter on the chest is 
worth the price of the book. The drawings, 
roentgen plates with explanations, are in- 
valuable to all physicians who wish to diag- 
nose similar findings in their own patients. 

Chapter 21 dealing with radiography of 
the mediastinum (excluding the heart) is 
very interesting and illustrative as to what 
one may find or expect to find in this area. 

On page 813, the reader will find radiog- 
raphy of the gallbladder. In this chapter, 
basic anatomy, physiology and variations of 
the viscus plus methods of visualization by 
means of oral and/or intravenous adminis- 
tration of the dye are included. The authors 
advocate various media, such as Telepaque, 
Teridax, Monophen and Priodax orally. 

An important observation by the authors 
regarding dyskinesia of the gallbladder or 
lack of contraction following a fatty meal 
stimulation, should be interpreted cautious- 
ly, since some of the newer dyes may 
themselves inhibit gallbladder contraction. 
They advise that a period of two hours 
should elapse before dysfunction is diag- 


nosed, 

On page 824, there is a statement that 
75 per cent of patients who have carcinoma 
of the gallbladder have gallstones, but that 
only 2% per cent of all patients with gall- 
stones have carcinoma of the gallbladder, 
and that there is no visualization of the 
gallbladder with carcinoma. This last state- 
ment is not in agreement with the re- 
viewer's experience. 

Cholografin ( Biligrafin in Europe) is used 
in the intravenous technic. Operative chol- 
angiography is becoming more and more a 
routine procedure and should be employed 
more often. 

The upper gastrointestinal tract, orapha- 
rynx, laryngopharynx, esophagus, stomach, 
duodenum, pancreas, small intestine and the 
colon are extensively described and_illus- 
trated. It would require a great deal more 
space to describe this chapter, however, it 
is recommended that it be carefully read. 

The closing chapter deals with obstetrics 
and gynecology, followed by a cross index. 

All physicians, whether in general prac- 
tice, surgery, otolaryngology or other spe- 
cialty, will find a well written and _illus- 
trated chapter dealing with their field. 

The publisher spared no expense in 
bringing out this well written, printed and 
over illustrated text. It is highly recom- 
mended. 


DERMATOLOGY: Donald M. Pillsbury, M.A., D.Sc. (Hon.), M.D., Professor and Direc- 
tor of Department of Dermatology, University of Pennsylvania School of Medicine, 
etc., etc., Walter B. Shelley, M.D., Ph.D., Associate Professor of Dermatology, Uni- 
versity of Pennsylvania School of Medicine, etc., etc. and Albert M. Kligman, M.D.. 
Ph.D., Associate Professor of Dermatology, University of Pennsylvania School of 
Medicine, etc., etc. 1331 pages, 1117 photographs, illustrated. W. B. Saunders Com- 


pany, Philadelphia, Pa., 1956. Price $20.00. 


Fifty-two chapters and an extensive in- 
dex make up this well written and illus- 
trated volume on “Dermatology”. 

Neither the authors nor the publishers 
spared time and expense in making this 
text the outstanding one in its field. Physi- 


cians in general practice or specialists will 
find it to their advantage to consult this 
encyclopedic book when in doubt as to 
diagnosis and treatment of some type of 
skin lesion. 
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DEATH OF A MAN: Lael Tucker Wertenbaker. 180 pages. Random House, New York, 


N. Y., 1957. Price $3.50. 


This story deals with a man who was 
not afraid to die after his wife told him 
that he had a malignant condition. 

Reading from page 174 to the end, the 
reader will be intrigued by the attempt of 
self destruction by injecting 12 gr. of mor- 
phine into his body. Even this large dose 


did not cause death. Later, he cut his 
wrists and his wife injected more morphine 
until he died. 

The reviewer does not understand why 
this book was published and what it seems 
to imply. 


THE SMALL INTESTINE, COLON AND RECTUM: Guy Albot and F. Poilleux. 
Actualities Hepato-gastro-enterologiques de |’Hotel-Dieu. 155. 361 pages. Masson and 


Co., Paris, 1956. Price 3,400 Fr. 


The latest issue of the transactions of 
the Hépital de lHotel-Dieu proves again 
the high standard of research as in former 
years. Most of the staff has extensively con- 
tributed to this book. It is impossible to 
name all of them. 

We would like to point out some of the 
very important parts. We are especially 
interested in the “Early diagnosis of tumors 
of the rectum and their treatment”, which 
has been written by Dr. Parturier-Albot. 
She has treated her cases by direct x-ray 
therapy inside the rectum. This direct 
treatment seems to be especially effective. 
Guy Albot discusses the “histological ob- 
servations of the contact-therapy of rectal 
cancers”, a very important contribution. 
Other chapters in the book are: Crohn’s 
Disease by Massion and Edelman, Obstruc- 


tion of the small intestine by Mialaret, Ar- 
vay and Le Brigand; Tumors of the small 
intestine by Hillemand, Poilleux and Cher- 
igie; Experiences of the right side cancer of 
the colon by Jacquelin and Quenu; Recto- 
colonic hemorrhage by Mialaret and Bus- 
son; Megacolon by Petit, Joseph and Bus- 
son; Recto-colic polyposis by Soupault and 
Parturier-Albot; Long term results of the 
surgery of the cancer of the rectum by 
Roux and Loygue; Diverticula of the sig- 
moid by Massion and Deloyers. The illus- 
trations are very instructive, the print is 
clear, the text is in French. We recommend 
the book to all those interested in this field. 
The x-ray therapists will be especially in- 
terested in the contributions by Parturier- 
Albot. 
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relieves upper G. I. pain= spasm 
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visceral eutonic 


DACTIL 


PLAIN AND WITH PHENOBARBITAL 
normalizes visceral tone and motility 
does not interfere with digestive secretions 
avoids “antispasmodic” side effects 
prescribed q.i.d. for gastroduodenal and biliary spasm, cardiospasm, 
pylorospasm, biliary dyskinesia, gastric neurosis and irritability 
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When indigestion, pain, heartburn, belching 
or nausea is due to G.I. spasm 


MESOPIN-PB 


DOUBLE STRENGTH 
Provides the selective spasmolysis of homatropine 
methylbromide (1/30 as toxic as atropine) plus the sustained sedation 
of phenobarbital, with virtual freedom from undesirable atropine effects. 


MESOPIN-PB DOUBLE STRENGTH contains 5 mg. MESOPIN* (homatropine 
methylbromide) and 15 mg. phenobarbital in each green tablet. Also avail- 
able as yellow elixir as well as MESOPIN Plain (without phenobarbital). 


*Trademark of Endo Laboratories Inc. 
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anxiety and tension states 
ambulatory psychoneurotics 


hospitalized psychotics 


and for nausea and vomiting 


the full-range tranquilizer 


Trilafon 


(pronounced Trill’-ah-fon) perphenazine 


¢ Mg. for mg. more effective than other phenothiazines 
¢ Greatly increased therapeutic index 

¢ Jaundice attributable to TRILAFON alone not reported 
¢ No skin photosensitivity observed 

¢ No report of agranulocytosis 

¢ Significant hypotension absent 

¢ No apparent impairment of mental acuity 


Refer to Schering literature for specific information regarding indi- 
cations, dosage, side effects, precautions and contraindications. 


TRILAFON —grey tablets of 2 mg. (black seal), 4 mg. (green 
seal), 8 mg. (blue seal), bottles of 50 and 500; 16 mg. (red 
seal), for hospital use, bottles of 500. 
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The funny hole in Mr Coopers building 


any a New Yorker shook his 

M head, and not a few snick- 
ered, when they saw the “hole” in 
Peter Cooper’s new building. 

But to the benign gentleman 
with the ruff of graying whiskers 
it was all so simple: Some day 
somecne would perfect the pas- 
senger elevator. 

The mere fact that there wasn’t 
one in 1853 would mean little to a 
man who, with his own hands, had built and 
driven the first American locomotive. Whose 
money, and faith, were to help see the Atlantic 
Cable through all its disasters to final success. 
And who would “scheme out’ a Panama Canal 
plan fourteen years before DeLesseps. 


But Peter Cooper’s belief in the future ran 
in a vein far deeper than simply the material. 
For his “building with a hole” was Cooper 
Union, the first privatelv-endowed tuition-free 
college in America. A place where young men 
and women of any race, faith, or political opin- 
ion could enjoy the education which he, himself, 
had been denied. Peter Cooper’s dearest dream 


SAFE AS AMERICA... 


—which has continued to grow 
dynamically for nearly a centur 
and today enriches America with 
thousands of creative thinkers, 
artists, and engineers. 


There is plenty of Peter Cooper’s 
confidence and foresight alive 
among Americans today. It is be- 
hind the wisdom with which more 
than 40,000,000 of us are making 
one of the soundest investments of 

our lives—in United States Savings Bonds. 
Through our banks and the Payroll Savings 
Plan where we work, we own and hold more 
than $41,000,000,000 worth of Series E and 
H Bonds. With our rate of interest—and the 
safety of our principal—guaranteed by the 
greatest nation on earth. You're welcome to 
share in this security. Why not begin today? 
Now Savings Bonds are better than ever! Every 
Series E Bond purchased since February], 1957, 
ws 3%% interest when held to maturity. It earns 
nigher interest in the early years than ever before, 
and matures in only 8 years and 11 months. 
Hold your old E Bonds, too. They earn more as 
they get older. 


U. S. SAVINGS BONDS 


Tae U.S. Government does not pay for this advertisement, It is donated by this publication in cooperation with the 
Advertising Council and the Magazine Publishers of America, 
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A simple but neglected diagnostic procedure 


Proctosigmoidoscopy is the only accurate method of polyp 
detection.! Yet internists and general practitioners, upon whom 
diagnosis often depends, continue to neglect it. 


Preparation for proctosigmoidoscopy in office or hospital is 
greatly simplified by the FLEET ENEMA Disposable Unit. 
Cleansing is thorough yet gentle, permitting a clear field,’ and 
more effective than one or two pints of soap suds or tap water. 


FLEET ENEMA contains, per 100 cc., 16 Gm. Sodium Biphos- 
phate and 6 Gm. Sodium Phosphate, in a ready-to-use squeeze 
bottle with self-lubricated, anatomically correct rectal tube. 


1. Crumpacker, E. L., et al, AMA Arch. Int. Med. 98:314, 
1956. 2. Swinton, N. W., Surg. Clin. No, Am, 35:833, 1955. 


FLEET ENEMA 
Disposable Unit 


C. B. Fleet Co., Inc., Lynchburg, Virginia 


® 
Makers of Phospho-Soda (Fleet) Bs 
A laxative of choice for over 60 years 
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DESITINointment 


by colostomy patients 


‘In case of skin irritation around the colostomy’”’ Desitin Ointment ‘‘under 
the dressing would be effective.”’ 


‘to prevent possible stricture of the stoma at skin level’’ the patient 
should be taught to insert a gloved finger covered with Desitin Ointment. 


The catheter used for irrigations ‘‘may be lubricated’’ with Desitin 
Ointment. 


After ileostomy and colostomy Desitin 
Ointment affords persistent soothing, lub- 
ricant and healing properties in helping 
prevent, and clear up skin excoriation. 
Tubes of 1 oz., 2 oz., 4 oz., and 1 Ib. jars. 


WHY NOT REQUEST SAMPLES? 


\DESITIN cHEMICAL COMPANY 
812 Branch Ave., Providence 4, R. |. 


1, Breidenbach, L., and Secor, S. M.: Proper Handling of 
the Colostomy Patient, Amer. J. Surg. 93:50, 1957. 
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unbothered 
by the 


ulcer 
or the 
medicine 


marked selectivity in anticholinergic therapy 
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Effective bacteriostasis in bowel surgery 


ULFATHALIDINE. 


PHTHALYLSULFATHIAZOLE 


SULFATHALIDINE, used before and after surgery, 
rapidly suppresses intestinal pathogens, particular- 
ly coliforms. This virtual ‘‘sterilization’’ of the G.I. 
tract minimizes the hazard of peritonitis and sec- 
ondary infection. 

With SULFATHALIDINE, the stool is soft (not fluid), 
flatus is minimal...tissue repair is thereby enhanced. 
Absorption of SULFATHALIDINE is very low — 
bacteriostatic performance is concentrated where 
desired —in the gut. 

Also supplied as palatable CREMOTHALIDINE® 
Suspension, each teaspoonful containing 1.0 Gm. of 


SULFATHALIDINE. 


MERCK SHARP & DOHME 


DIVISION OF MERCK & CO., INC., PHILADELPHIA 1}, PA. 
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now “...care of the man 
rather than merely his stomach.” 


Miltown‘ anticholinergic 


controls 


gastrointestinal dysfunction 
at cerebral and peripheral levels 


tranquilization without 
barbiturate loginess 


spasmolysis without 
bellad@nna-like side effects 


for a ulcer @ intestinal colic 


esophageal spasm 
states 


prescribe: 


1 tablet t.i.d. at 
mealtime and 1 pat 
2 at bedtime. 


Formula: 


Miltown® ( meprobamate ) 
400 mg. (2-methyl-2-n- 
propyl-1, 3- propanediol 


dicarbamate) 

U. S. Patent 2,724,720 
tridihexethy! iodide 25 mg. 
(3-diethylamino - 1 - cyclohexyl- 

1 - phenyl - 1 - propanol-ethiodide) 


1. Wolf & Wolff, Human Gastric Function 


Literature, samples, and 


yersonally imprinted peplic ule 
WALLACE LABORATORIES New Brunswick, N.J. diet beokicis on request. 
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put a new ending 


Old King Hal has many modern counter- 
. husbands 


wives who serve 


parts: executives who entertain. . 
who like “good eating,” 
“something different” . children who like 
“gooey” sweets. But for each the aftermath 


is often uncomfortable. 


With Gelusil tablets or liquid, however, you 
quickly, soothingly relieve acute and 
chronic excessive gastric acidity! And Gelusil 
helps you manage the gnawing pain of peptic 
ulcer, too. 
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on this old tale 


Gelusil stabilizes burning gastric acid within 


normal pH range, usually in minutes. 


* Gelusil works fast 
* Gelusil is long-lasting 

* Gelusil won't constipate 
Your patients get nightlong, sleep-assured 
protection with new formula Gelusil-Lac. By 
combining Gelusil’s proven antacid action 
with the buffering effect of high-protein, low- 
fat milk solids, Gelusil-Lac prevents “middle- 


of-the-night” gastric pain! 


there’s no laxative in Gelusil . . . Gelusil needs no laxative 


Gelusil/Gelusil-Lac 


WARNE R- CHILCOTT 


> YEARS OF SERVICE T 
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